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1 . A method of treatin 
comprises administering to the 
effective amount of a growth 
pharmaceutical^ acceptable salt o 



CLAIMS 

systemic lupus erythematosus in a patient which 
palient a systemic lupus erythematosus treating 
hormpne secretagogue^GHS)^a prodrug thereof or a 
said GHS or of said prodrug. 



2. A method of cla 
pharmaceutical^ acceptable salt 
prodrug thereof or pharmaceutical! 



m 1 wherein the GHS, prodrug thereof or 
ereof or of said prodrug is an orally active GHS, 
acceptable salt thereof or of said prodrug. 



3. A method of clairh 2 wherein the GHS, prodrug thereof or 
pharmaceutical ly acceptable salt thereof or of said prodrug is orally administered. 

4. A method of claim! 1 wherein the GHS, prodrug thereof or 
pharmaceuticalty acceptable salt thereof or of said prodrug is a non-peptidyl GHS, 
prodrug thereof or pharmaceutical^ acceptable salt thereof or of said prodrug. 



5. 



A method of claim 1 wtrerein the patient is a human. 



6. A method of claim 4 wherein said GHS is a compound of the Formula 



HET. 



or a stereoisomer^ mixture thereof, diastereomerically enriched, diastereomerically 
pure, enantiomerically enriched or enantiorraerically pure isomer thereof, or a prodrug 
of such compound, mixture or isomer thereof, or a pharmaceutical^ acceptable salt 
of the compound, mixture, isomer or prodrug} 
wherein: 

HET is a heterocyclic moiety selected from the\group consisting of 



• 
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d is 0, 1 or 2; \ 
e is 1 or 2; \ 
f is 0 or 1 ; ^ \ 

n and w are 0, 1 or 2, provided that n and w cannot both be 0 at the same time; 
Y 2 is oxygen or sulfur; \ 

A is a divalent radical, where the left hand srde of the radical as shown below is 
connected to C" and the right hand side of the radical as shown below is connected 
to C\ selected from the group consisting of \ 

-NR 2 -C(0)-NR 2 -, -NR 2 -S(0) 2 -NR 2 -, -0-C(0)-NR 2 -, \NR 2 -C(0)-0-, -C(0)-NR 2 -C(0)-, 
-C(0)-NR 2 -C(R 9 R 10 )-, -C(R 9 R 10 )-NR 2 -C(O)-, -C(R 9 r\°)-C(R 9 R 10 )-C(R 9 R 10 )-, 
-S(O) 2 -C(R 9 R 10 )-C(R 9 R 10 )-, -C(R 9 R 10 )-O-C(O)-, -C(R^ 10 )-O-C(R 9 R 10 )-. 
-NR 2 -C(0)-C(R 9 R 10 )-, -0-C(0)-C(R 9 R 10 )-, -C(R 9 R 1 Vc\p)-NR 2 - t 
-C(R 9 R 10 )-C(O)-O-, -C(O)-NR 2 -C(R 9 R 10 )-C(R 9 R l0 )- ) -C(©)-0-C(R 9 R 10 )-, 
-C(R 9 R 10 )-C(R 9 R 10 )-C(R 9 R 10 )-C(R 9 R 10 )-, -S(O) 2 -NR 2 -C(r\r 10 )-C(R 9 R 10 )-, 
-C(R 9 R 10 )-C(R 9 R 10 )-NR 2 -C(O)-, -C(R 9 R 10 )-C(R 9 R 10 )-O-C(O0-, 
-NR 2 -C(O)-C(R 9 R 10 )-C(R 9 R 10 )-, -NR 2 -S(O) 2 -C(R 9 R 10 )-C(R 9 R 10 )- I 
-O-C(O)-C(R 9 R 10 )-C(R 9 R 10 )-, -C(R 9 R 10 )-C(R 9 R 10 )-C(O)-NR 2 -\ 
-C(R 9 R 10 )-C(R 9 R 10 )-C(O)-, -C(R 9 R 10 )-NR 2 -C(O)-O-, -C(R 9 R 10 YO-C(O)-NR 2 , 



• 
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-C(R 9 R 10 )-NR 2 -C(O)-NR 2 -AnR 2 -C(O)-O-C(R 9 R 10 )-, -NR 2 -C(0)-NR 2 -C(R 9 R 10 )-, 
-NR 2 -S(O) 2 -NR 2 -C(R 9 R 10 )-Ao-C(O)-NR 2 -C(R 9 R 10 )-, -C(0)-N=C(R 11 )-NR 2 -, 
-C(0)-NR 2 -C(R 11 )=N-, -C(R 9 R 10 )-NR 12 -C(R 9 R 10 )-, -NR 12 -C(R 9 R 10 )-, 
-NR 12 -C(R 9 R 10 )-C(R 9 R 10 )-, -C(p)-O-C(R 9 R 10 )-C(R 9 R 10 )-, -NR 2 -C(R 1 >N-C(0)-, 
5 -C(R 9 R 10 )-C(R 9 R 10 )-N(R 12 )- f -c\r 9 R 10 )-NR 12 -, -N=C(R 11 )-NR 2 -C(0)-, 
-C(R 9 R 10 )-C(R 9 R 10 )-NR 2 -S(O) 2 -Vc(R 9 R 10 )-C(R 9 R 1 YS(O) 2 -NR 2 -, 

-C(R 9 R 10 )-C(R 9 R 10 )-C(O)-O-, -cJr 9 R 10 )-S(O) 2 -C(R 9 R 10 )-, -C(R 9 R 10 )-C(R 9 R 10 )-S(O)2-, - 

O-C(R 9 R 10 )-C(R 9 R 10 )-, -C(R 9 R 10 )-C(R 9 R 10 )-O-, -C(R 9 R 10 )-C(O)-C(R 9 R 10 )-, 

-C(O)-C(R 9 R 10 )-C(R 9 R 10 )- and -C(R 9 R 10 )-NR 2 -S(O)2-NR 2 -; 
10 Q is a covalent bond or CH 2 ; \ 

W is CH or N; \ 
\ X is CR 9 R 10 , C=CH 2 or C=0; \ 
\ Y is CR 9 R 10 , O or NR 2 ; \ 
\ Z is C=0, C=S or S(0) 2 ; \ 

15 G 1 is hydrogen, halo, hydroxy, nitro, amino, cyano, phenyl, carboxyl, -CONH 2 , -(d- 
C 4 )alkyl optionally independently substituted with one or more phenyl, one or more 
halogens or one or more hydroxy groups, -(CrC 4 )alkoxy optionally independently 
substituted with one or more phenyl, one or more halogens or one or more hydroxy 
groups, -(Ci-C^alkylthio, phenoxy, -COOfC^C^alkyl, N.N-di-CCi-C^alkylamino, -(C 2 - 

20 C 6 )alkenyl optionally independently substituted with one or more phenyl, one or more 
halogens or one or more hydroxy groups, -(C 2 -C 6 )alkynyl optionally independently 
substituted with one or more phenyl, one or more halogens or one or more hydroxy 
groups, -(C 3 -C 6 )cycloalkyl optionally independently substituted with one or more (Ci- 
C 4 )alkyl groups, one or more halogens or one or more hydroxy groups, -(d- 

25 C 4 )alkylamino carbonyl or di-(d-C 4 )alkylamina carbonyl; 

G 2 and G 3 are each independently selected from the group consisting of hydrogen, 
halo, hydroxy, -(d-d)alkyl optionally independently substituted with one to three halo 
groups and -(C 1 -C 4 )alkoxy optionally independently substituted with one to three halo 
groups; \ 

30 R 1 is hydrogen, -CN, -(CH 2 ) q N(X 6 )C(0)X 6 , -(CH 2 ) q Wx 6 )C(0)(CH 2 ) r A 1 , 

-(CH 2 ) q N(X 6 )S(0) 2 (CH 2 ) t -A 1 , -(CH 2 ) q N(X 6 )S(0) 2 X 6 , -)cH 2 ) q N(X 6 )C(0)N(X 6 )(CH 2 ) t -A 1 , 
-(CH 2 ) q N(X 6 )C(0)N(X 6 )(X 6 ), -(CH 2 ) q C(0)N(X 6 )(X 6 ), -(bH 2 ) q C(0)N(X 6 )(CH 2 ) r A 1 , 
-(CH 2 ) q C(0)OX 6 , -(CH 2 ) q C(0)0(CH 2 ) r A 1 , -(CH 2 ) q OX 6 V(CH 2 ) q OC(0)X 6 , 
-(CH 2 ) q OC(0)(CH 2 ) t ^ 
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10 




I4 

Q 



20 



25 



30 



-(CH 2 ) q C(0)X 6 , -(CH 2 ) q C(0)(&H 2 ) t -A 1 , -(CH 2 ) q N(X 6 )C(0)OX 6 , 
-(CH 2 ) q N(X 6 )S(0) 2 N(X 6 )(X 6 ), -(CHs^SCOnvK 6 , -(CH 2 ) q S(0) rn (CH 2 ),-A 1 ) 
-(d-C 10 )alkyl, -(CH 2 ) t -A 1 , ^CH 2 y(C 3 -C 7 )cycloalkyl, -(CH 2 ) q -Y 1 -(d-C 6 )alkyl, 
-(CH 2 ) q -Y 1 -(CH 2 ) t -A 1 or -(CH 2 ) q -Yi 1 -(CH2)t-(C3-C7)cycloalkyl; 

where the alkyl and cyqpalkyl groups in the definition of R 1 are optionally 
substituted with (d-C 4 )altyI, hydroxy, (d-C 4 )alkoxy, carboxyl, -CONH 2 , 
-S(0) m (d-C 6 )alkyl, -C0 2 (<+-C 4 )alkyl ester, 1 H-tetrazol-5-yl or 1, 2 or 3 fluoro 
groups; 

Y 1 is O, S(0) m , -C(0)NX 6 -, -hH=CH-, -C^C-, -N(X 6 )C(0)-, -C(0)NX 6 -, 
-C(0)0-, -OC(0)N(X 6 )- or -qC(O)-; 
q is 0, 1, 2, 3 or 4; 
tis 0, 1, 2 or 3; 

said (CH 2 ) q group and (CH 2 V group in the definition of R 1 are optionally 
independently substituted with hydroxy, (d-C 4 )alkoxy, carboxyl, -CONH 2 , 
-S(0) m (d-C 6 )alkyl, -C0 2 (d-C 4 \alkyl ester, 1 H-tetrazol-5-yl, 1, 2 or 3 fluoro 
groups or 1 or 2 (d-C 4 )alkyl groups; 



R 1A is selected from the group consisting of hydrogen, F, CI, Br, I, (d-C 6 )alkyl; 

phenyl(d-C 3 )alkyl, pyridyKd-dJalkyl, ttiiazolyl(d-C 3 )alkyl and thienyl(d-C 3 )alkyl, 

provided that R 1A is not F, CI, Br or I when a heteroatom is vicinal to C"; 

R 2 is hydrogen, (d-C 8 )alkyl, -(C 0 -C 3 )alkyl4C 3 -C 8 )cycloalkyl, -(d-C 4 )aikyl-A 1 or A 1 ; 

where the alkyl groups and the cycloalkyl groups in the definition of R 2 are 
optionally substituted with hydroxyA -C(0)OX 6 , -C(0)N(X 6 )(X 6 ), -N(X 6 )(X 6 ), - 
S(0) m (d-C 6 )alkyl, -C(0)A 1 , -C(0)(Xf), CF 3 , CN or 1, 2 or 3 independently 
selected halo groups; 

R 3 is selected from the group consisting ofW, (C 1 -C 10 )alkyl, -(d-C 6 )alkyl-A 1 , -(d- 
C 6 )alkyl-(C 3 -C 7 )cycloalkyl, -(d-CsJalkyl-X^dVCsJalkyl, -(d-C 5 )alkyl-X 1 -(C 0 -C 5 )alkyl- 
A 1 and -(d-C 5 )alkyl-X 1 -(C 1 -C 5 )alkyl-(C3-C 7 )cycl6alkyl; 

where the alkyl groups in the definition o\ R 3 are optionally substituted with 

-S(0) m (d-C 6 )alkyl, -C(0)OX 3 , 1, 2, 3, 4 or 5 independently selected halo 

groups or 1 , 2 or 3 independently selected -OX 3 groups; 

X 1 is O, S(0) m , -N(X 2 )C(0)-, -C(0)N(X 2 )-, -IpC(O)-, -C(0)0-, -CX 2 =CX 2 -, 

-N(X 2 )C(0)0-, -OC(0)N(X 2 )- or -C^C-; 
R 4 is hydrogen, (d-C 6 )alkyl or (C 3 -C 7 )cycloalkyl, or\R 4 is taken together with R 3 and 
the carbon atom to which they are attached and form (C 5 -C 7 )cycloalkyl, (C 5 - 
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C 7 )cycIoalkenyl, a partially saturated or fully saturated 4- to 8-membered ring having 
1 to 4 heteroatoms independently selected from the group consisting of oxygen, 
sulfur and nitrogen, or is a bicyclic ring system consisting of a partially saturated or 
fully saturated 5- or 6-memberea\ring, fused to a partially saturated, fully unsaturated 
or fully saturated 5- or 6-memoered ring, optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and oxygen; 
X 4 is hydrogen or (d-CeJalkyl or XI is taken together with R 4 and the nitrogen atom to 
which X 4 is attached and the carbon atom to which R 4 is attached and form a five to 
seven membered ring; \ 



where a and b are each independently 0, 1 , 2 or 3; 

X 5 and X 53 are each independently selected from the group consisting of 
hydrogen, CF 3 , A 1 and optionally substituted (Ci-C 6 )alkyl; 

the optionally substitutedl(C 1 -C 6 )alkyl in the definition of X 5 and X 53 is 
optionally substituted wiih a substituent selected from the group 
consisting of A 1 , OX 2 , -SCGUd-CeJalkyl, -C(0)OX 2 , (C 3 -C 7 )cycloalkyl, 
-N(X 2 )(X 2 ) and -C(0)N(X 2 )^X 2 ); 
or the carbon bearing X 5 or X 5a forms one or two alkylene bridges with the 
nitrogen atom bearing R 7 and R 8 wfoerein each alkylene bridge contains 1 to 5 
carbon atoms, provided that whenWie alkylene bridge is formed then only 
one of X 5 or X 53 is on the carbon atom and only one of R 7 or R 8 is on the 
nitrogen atom and further provided that when two alkylene bridges are formed 
then X 5 and X 5a cannot be on the cartoon atom and R 7 and R 8 cannot be on 
the nitrogen atom; \ 

or X 5 is taken together with X 5a and\the carbon atom to which they are 
attached and form a partially saturated or fully saturated 3- to 7-membered 
ring, or a partially saturated or fully saturated 4- to 8-membered ring having 1 
to 4 heteroatoms independently selected Vrom the group consisting of oxygen, 
sulfur and nitrogen; \ 

or X 5 is taken together with X 5a and the carbon atom to which they are 
attached and form a bicyclic ring system consisting of a partially saturated or 




(9H 2 ) b 



R is a bond or is 



(CH 2 ) a 
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f ully saturated 5- or 6-membered ring, optionally having 1 or 2 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and 
oxygen, fused to a partially saturated, fully saturated or fully unsaturated 5- or 
6-membered ring, optionally having 1 to 4 heteroatoms independently 
selected from the group consisting of nitrogen, sulfur and oxygen; 
Z 1 is a bond, O or N-X 2 , provided that when a and b are both 0 then Z 1 is not 
N-X 2 or O; \ 
or R 6 is -(CR a R b ) a -E-(CR a R b ) b -, where\the -(CR a R b ) a - group is attached to the carbonyl 
carbon of the amide group of the compound of formula I and the -(CR a R b ) b group is 
attached to the terminal nitrogen atom of the compound of formula I; 
E is -O-, -S-, -CH=CH- or an aromatic moiety selected from 




said aromatic moiety in the definition of E optionally substituted with up to 
three halo, hydroxy, -N(R C )(R C ), (d-CeJalRyl or (d-QOalkoxy; 
R a and R b are, for each occurrence, independently hydrogen, (d-C 6 )aikyl, 
trifluoromethyl, phenyl or monosubstituted Od-C 6 )alkyl where the substituents 
are imidazolyl, naphthyl, phenyl, indolyl, p-hydroxyphenyl, 
-OR c , S(0) m R c , C(0)OR c , (C 3 -C 7 )cycloalkyl, -N(R C )(R C ), -C(0)N(R c )(R c ), or R a 
or R b may independently be joined to one or bath of R 7 or E (where E is other 
than O, S or -CH=CH-) to form an alkylene bridge between the terminal 
nitrogen and the alky! portion of the R a or R b and \he R 7 or E group, whereiri 
the bridge contains 1 to 8 carbon atoms; or R a anayR b may be joined to one 
another to form a (C 3 -C 7 )cycloalkyl; \ 
R c , for each occurrence, is independently hydrogen oV (Ci-C 6 )alkyl; 
a and b are independently 0, 1 , 2 or 3, with the provisoViat if E is -O- or 
-S-, b is other than 0 or 1 and with the further proviso that if E is -CH=CH-, b 
is other than 0; \ 
R 7 and R 8 are each independently hydrogen or optionally substituted (d-C 6 )alkyl; 
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where the optionally substituted (d-C 6 )alkyl in the definition of R 7 and R 8 is 
optionally independent substituted with A 1 , -C(0)0-(d-C 6 )alkyl, 
-S(0) m (d-C 6 )alkyl, 1 to\5 halo groups, 1 to 3 hydroxy groups, 1 to 3 
-0-C(0)(Ci-Cio)alkyl groVips or 1 to 3 (d-C 6 )alkoxy groups; or 
5 R 7 and R 8 can be taken togetherto form -(CH 2 )r-L-(CH 2 )r-; 
where L is C(X 2 )(X 2 ) f S(O)! or N(X 2 ); 
R 9 and R 10 are each independently selected from the group consisting of hydrogen, 
fluoro, hydroxy and (d-C 5 )alkyl optionally independently substituted with 1-5 halo 
groups; 

10 R 11 is selected from the group consisting of (C 1 -C 5 )alkyl and phenyl optionally 
substituted with 1-3 substitutents each independently selected from the group 
consisting of (d-C 5 )alkyl, halo and (d-Vyalkoxy; 

R 12 is selected from the group consisting of (d-C 5 )alkylsulfonyl, (d-C 5 )alkanoyl and 
(d-C 5 )alkyl where the alkyl portion is optionally independently substituted by 1-5 halo 
groups; 

A 1 for each occurrence is independently selected from the group consisting of (C 5 - 
C 7 )cycloalkenyl, phenyl, a partially saturated, fully saturated or fully unsaturated 4- to 
8-membered ring optionally having 1 to 4 neteroatoms independently selected from 
the group consisting of oxygen, sulfur and nitrogen and a bicyclic ring system 
consisting of a partially saturated, fully unsaturated or fully saturated 5- or 6- 
membered ring, optionally having 1 to 4 heteroatoms independently selected from the 
group consisting of nitrogen, sulfur and oxygerv fused to a partially saturated, fully 
saturated or fully unsaturated 5- or 6-membeVed ring, optionally having 1 to 4 
heteroatoms independently selected from the group consisting of nitrogen, sulfur and 
25 oxygen; 

A 1 for each occurrence is independently optionally substituted, on one or 
optionally both rings if A 1 is a bicyclic ring system, with up to three 
substituents, each substituent independently selected from the group 
consisting of F, CI, Br, I, OCF 3 , OCF 2 H, CF 3 , OH 3 , OCH 3 , -OX 6 , 
30 -C(0)N(X 6 )(X 6 ), -C(0)OX 6 , oxo, (d-C 6 )alkyl, niWo, cyano, benzyl, -S(0) m (d- 

C 6 )alkyl, 1 H-tetrazol-5-yl, phenyl, phenoxy, \phenylalkyloxy, halophenyl, 
methylenedioxy, -N(X 6 )(X 6 ), -N(X 6 )C(0)(X 6 ), -S(cLn(X 6 )(X 6 ), 



-N(X c )S(0) 2 -phenyl, -N(X D )S(0) 2 X°, -CONX 11 X 12 , -$(0) 2 NX' 'X 



,11w12 
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d=?=s 



-NX 6 S(0) 2 X 12 , -NX 6 CONX 11 X 12 , -NX 6 S(0) 2 NX 11 X 12 , -NX 6 C(0)X 12 , imidazolyl, 
thiazolyl and tetrazolyl provided that if A 1 is optionally substituted with 
methylenedioxy then it can only be substituted with one methylenedioxy; 
where X 11 is hydrogen or optionally substituted (d-CeJalkyl; 
5 the optionally substituted (d-C 6 )alkyl defined for X 11 is 

optionally independently substituted with phenyl, phenoxy, (d- 
C 6 )alkoxycanbonyl, -S(0) m (d-C 6 )alkyl, 1 to 5 halo groups, 1 to 
3 hydroxy groups, 1 to 3 (Ci-C 10 )alkanoyloxy groups or 1 to 3 
(d-C 6 )alkoxy groups; 

10 X 12 is hydrogen, (d-CeOalkyl, phenyl, thiazolyl, imidazolyl, furyl or 

thienyl, provided that when X 12 is not hydrogen, the X 12 group is 
optionally substituted with one to three substituents independently 
selected from the group\consisting of CI, F, CH 3 , OCH 3 , OCF 3 and 
CF 3 ; \ 

or X 11 and X 12 are taken todether to form -(CH 2 ) r L 1 -(CH 2 ) r ; 
L 1 is C(X 2 )(X 2 ), O, s!p) m or N(X 2 ); 
\ r for each occurrence is independently 1 , 2 or 3; 

X 2 for each occurrence is independently hydrogen, optionally substituted (d-C 6 )alkyl 
or optionally substituted (C 3 -C 7 )cycloalkyl, where the optionally substituted (d- 
20 C 6 )alkyl and optionally substituted (C 3 -C 7 )cTOoalkyl in the definition of X 2 are 
optionally independently substituted with -S(0)l(d-C 6 )alkyl, -C(0)OX 3 , 1 to 5 halo 
groups or 1-3 OX 3 groups; \ 
X 3 for each occurrence is independently hydrogenW (d-C 6 )alkyl; 
X 6 for each occurrence is independently hydrogenAoptionally substituted (d-C 6 )alkyl, 
25 (C 2 -C 6 )halogenated alkyl, optionally substituted (C 3 -d)cycloalkyl, (C 3 -C 7 )- 
halogenated cycloalkyl, where optionally substituted (d-C 6 )alkyl and optionally 
substituted (C 3 -C 7 )cycloalkyl in the definition of X 6 is\optionally independently mono- 
or di-substituted with (C 1 -d)alkyl, hydroxy, (d-C 4 )alkoW carboxyl, CONH 2 , 
-SfO^Ci-CeJalkyl, carboxylate (Ci^^alkyl ester or mWrazol-5-yl; or 
30 when there are two X 6 groups on one atom and botra X 6 are independently (C^ 
C 6 )alkyl, the two (d-C 6 )alkyl groups may be optionally joined and, together with the 
atom to which the two X 6 groups are attached, form a 4- to 9- membered ring 
optionally having oxygen, sulfur or NX 7 as a ring member; \ 

X 7 is hydrogen or (d-C 6 )alkyl optionally substituted wJth hydroxy; 
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m for each occurrence ^independently 0, 1 or 2; 
with the provisos that: 

1) X 6 and X 12 cannot be\ hydrogen when attached to C(O) or S(0) 2 in the form 
C(0)X 6 , C(0)X 12 , S(0) 2 X 6 Ar S(0) 2 X 12 ; and 

2) when R 6 is a bond then ^ is N(X 2 ) and each r in the definition -(CH 2 ) r L-(CH 2 ) r - is 
independently 2 or 3. 



7. 



A method of claim 6 wherein said GHS is a compound of the formula 

O X 4 



R 1 



<CH2> f 



N 



.(CH 2 ) n 



R 2 



(CH 2 ) V 



R 3 
R 4 



N 



R 6 



R 7 



O 



a racemic-diastereomeric mixturfe or optical isomer of said compound or a 
pharmaceutical ly-acceptable salt or\ prodrug thereof, 
wherein 
f is 0; 

n is 0 and w is 2, or n is 1 and w is 1 ,\or n is 2 and w is 0; 
Y is oxygen or sulfur; 

R 1 is hydrogen, -CN, -(CH 2 ) q N(X 6 )C(6)X 6 , -(CH 2 ) q N(X 6 )C(0)(CH 2 ) r A 1 , 
-(CH 2 ) q N(X 6 )S0 2 (CH 2 ) r A 1 ,-(CH 2 ) q N(X^|S0 2 X 6 , -(CH 2 ) q N(X 6 )C(0)N(X 6 )(CH 2 ) r A 1 , 
-(CH 2 ) q N(X 6 )C(0)N(X 6 )(X 6 ), -(CH 2 ) q C(0\N(X 6 )(X 6 ), -(CH 2 ) q C(0)N(X 6 )(CH 2 ) r A 1 , 
-(CH 2 ) q C(0)OX 6 , -(CH 2 ) q C(0)0(CH 2 ) r A 1 \ -(CH 2 ) q OX 6 , -(CH 2 ) q OC(0)X 6 , 
-(CH 2 ) q OC(0)(CH 2 ) t -A 1 , -(CH 2 ) q OC(0)Nd 6 )(CH 2 ) r A 1 , -(CH 2 ) q OC(0)N(X 6 )(X 6 ), 
-(CH 2 ) q C(0)X 6 , -(CH 2 ) q C(0)(CH 2 ) t -A 1 , -(CH 2 ) q N(X 6 )C(0)OX 6 , 
-(CH 2 ) q N(X 6 )S0 2 N(X 6 )(X 6 ), -(CH 2 ) q S(0) m X J i-(CH 2 ) (I S(0) m (CH 2 )rA 1 1 
-(CVC^alkyl, -(CH 2 ) t -A 1 , -(CH 2 ) q -(C 3 -C 7 )cycV)alkyl, -(CH^-Y^d-CeJalkyl, 
-(CH 2 ) q -Y 1 -(CH 2 )rA 1 or -(CH 2 ) q -Y 1 -(CH 2 ) t -(C 3 JC7)cycloalkyl; 

where the alkyl and cycloalkyl groups in the definition of R 1 are optionally 
substituted with (CrC 4 )alkyl, hydroxyl, Id-C^alkoxy, carboxyl, -CONH 2 , 
-S(0) m (C 1 -C 6 )alkyl, -C0 2 (Ci-C 4 )alkyl ester, 1 H-tetrazol-5-yi or 1 , 2 or 3 fluoro; 
Y 1 is O, S(0) m , -C(0)NX 6 -, -CH=CH-, -C^C-, -N(X 6 )C(0)-, -C(0)NX 6 -, 
-C(0)0-, -OC(0)N(X 6 )- or -OC(O)-; 
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25 



q isO, 1, 2, 3\3r4; 
tis 0, 1,2 or 

said (CH 2 ) q grdup and (CH 2 ) t group may each be optionally substituted with 
hydroxyl, (d-C 4 ;alkoxy, carboxyl, -CONH 2 , -SCOJmCCrCeJalkyI, 
-C02(d-C 4 )alkyl ester, 1 H-tetrazol-5-yl, 1, 2 or 3 fluoro, or 1 or 2 (d-C 4 )alkyl; 
R 2 is hydrogen, (C r C 8 )alkyI, -(C 0 -C 3 )alkyl-(C 3 -C 8 )cycloalkyl, -(C 1 -C 4 )alkyl-A 1 or A 1 ; 
where the alky I groups and the cycloalkyl groups in the definition of R 2 are 
optionally substftutedWith hydroxyl, -C(0)OX 6 , -C(0)N(X 6 )(X 6 ), 
-N(X 6 )(X 6 ), -SCOUd-VeJalkyl, -C(0)A 1 , -C(0)(X 6 ), CF 3 , CN or 1, 2 or 3 
halogen; 

R 3 is A 1 , (d-Cio)alkyl, -(d-C 6 )a*Jkyl-A 1 , -(d-C 6 )alkyl-(C 3 -C 7 )cycloalkyl, 
-(d-C 5 )alkyl-X 1 -(d-C 5 )alkyl, -(O.-C 5 )alkyl-X 1 -(C 0 -d)alkyl-A 1 or 
-(d-dJalkyl-X'-Cd-CsJalkyl-fCa-CyJcycloalkyl; 

where the alkyl groups in trie definition of R 3 are optionally substituted with, 

-S(0) m (d-C 6 )alky!, -C(0)OX 3 , 1, 2, 3, 4 or 5 halogens, or 1, 2 or 3 OX 3 ; 

X 1 is O, S(0) m , -N(X 2 )C(0)-\-C(0)N(X 2 )-, -OC(O)-, -C(0)0-, -CX 2 =CX 2 -, 

-N(X 2 )C(0)0-, -OC(0)N(X 2 )- br -C^C-; 
R 4 is hydrogen, (Ci-C 6 )alkyl or (C 3 -C 7 )cycloalkyl; 

X 4 is hydrogen or (d-C 6 )alkyl or X 4 is token together with R 4 and the nitrogen atom to 
which X 4 is attached and the carbon at$m to which R 4 is attached and form a five to 
seven membered ring; 

,5 „5a 



R is a bond or is 



(CH 2 ) a (CH 2 ) b 



30 



where a and b are independently 0, 1 , % or 3; 

ted from the group consisting of 
hydrogen, trifluoromethyl, A 1 and optionally substituted (d-C 6 )alkyl; 

the optionally substituted (d-C 6 )alKyl in the definition of X 5 and X 5a is 
optionally substituted with a substituent selected from the group 
consisting of A 1 , OX 2 , ^(OUd-dJaW -C(0)OX 2 , 
(C 3 -C 7 )cycloalkyl, -N(X 2 )(X 2 ) and -C(oWx 2 )(X 2 ); 
R 7 and R 8 are independently hydrogen or optionally substituted (d-C 6 )alkyl; 
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where the optionally substituted (d-C 6 )alkyl in the definition of R 7 and R 8 is 
optionally independently substituted with A 1 , -C(0)0-(Ci-C 6 )alkyl f 
-SCOJmCd-CeJalkylAl to 5 halogens, 1 to 3 hydroxy, 1 to 3 -0-0(0X0!- 
Ci 0 )alkyl or 1 to 3 (cVc 6 )alkoxy; or 
5 R 7 and R 8 can be taken together to form -(CH 2 )r-L-(CH2) r ; 
where L is C(X 2 )(X 2 ), 9(0) m or N(X 2 ); 
A 1 in the definition of R 1 is a partially saturated, fully saturated or fully unsaturated 4- 
to 8-membered ring optionally having 1 to 4 heteroatoms independently selected from 
the group consisting of oxygen, sulfur and nitrogen, a bicyclic ring system consisting 
10 of a partially saturated, fully unsaturated or fully saturated 5- or 6-membered ring, 
having 1 to 4 heteroatoms independently selected from the group consisting of 
nitrogen, sulfur and oxygen, fused to a partially saturated, fully saturated or fully 
unsaturated 5- or 6-membered\ ring, optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and oxygen; 
15 A 1 in the definition of R 2 , R 3 , R 6 , PR 7 and R 8 is independently (C 5 -C 7 )cycloalkenyl, 
phenyl or a partially saturated, fully saturated or fully unsaturated 4- to 8- membered 
ring optionally having 1 to 4 heteroatoms independently selected from the group 
consisting of oxygen, sulfur and nitrogen, a bicyclic ring system consisting of a 
partially saturated, fully unsaturated or fully saturated 5- or 6- membered ring, 
20 optionally having 1 to 4 heteroatomi independently selected from the group 
consisting of nitorgen, sulfur and oxygenAfused to a partially saturated, fully saturated 
or fully unsaturated 5- or 6- membered rang, optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and oxygen; 

A 1 for each occurrence is independently optionally substituted, in one or 
25 optionally both rings if A 1 is a mcyclic ring system, with up to three 

substituents, each substituent independently selected from the group 
consisting of F, CI, Br, I, OCF 3 , OCF 2 Hi CF 3 , CH 3 , OCH 3 , -OX 6 , 
-C(0)N(X 6 )(X 6 ), -0(O)OX 6 , oxo, (d-Ce^lkyl, nitro, cyano, benzyl, 
-SCO^Ci-CeJalkyl, 1 H-tetrazol-5-yl, phenyl, phenoxy, phenylalkyloxy, 
30 halophenyl, methylenedioxy, -N(X 6 )(X 6 ), Vj(X 6 )0(O)(X 6 ), -S0 2 N(X 6 )(X 6 ), 

-N(X 6 )SQ 2 -phenyl, -N(X 6 )S0 2 X 6 , -CONX 11 V 2 , -S0 2 NX 11 X 12 , -NX 6 S0 2 X 12 



-NX 6 CONX 11 X 12 , 



-NX 6 S0 2 NX 11 X 12 , 



-NX 6 C(0)X 12 , imidazolyl, thiazolyl or 



tetrazolyl, provided that if A 1 is optionally substituted with methylenedioxy then 
it can only be substituted with one methylenepioxy; 
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where X 11 is hydrogen or optionally substituted (d-C 6 )alkyl; 

the obtionally substituted (d-C 6 )alkyl defined for X 1- is 
optionally independently substituted with phenyl, phenoxy, (C r 
C 6 )alkoxVcarbonyl, -S(0) m (Ci-C 6 )alkyl 1 to 5 halogens, 1 to 3 
hydroxy, \to 3 (d-do)alkanoyloxy or 1 to 3 (d-C 6 )alkoxy; 



X 12 is hydrogen, Yd-C 6 )alkyl, phenyl, thiazolyl, imidazolyi, furyl or 
thienyl, provided mat when X 12 is not hydrogen, X 12 is optionally 
substituted with one \p three substituents independently selected from 
the group consisting oY CI, F, CH 3 , OCH 3 , OCF 3 and CF 3 ; 
10 or X 11 and X 12 are takeh together to form -(CH 2 ) r L 1 -(CH 2 ) r ; 

where L 1 is C(Xt)(X 2 ), O, S(0) m or N(X 2 ); 
r for each occurrence is independently \ , 2 or 3; 

X 2 for each occurrence is independents hydrogen, optionally substituted (d-Ce)alkyl, 
or optionally substituted (C 3 -C 7 )cycloalkyl, where the optionally substituted (d- 
15 C 6 )alkyl and optionally substituted (C 3 \c 7 )cycloalkyl in the definition of X 2 are 
optionally independently substituted with\ -S(0) m (d-C 6 )alkyl, -C(0)OX 3 , 1 to 5 
halogens or 1-3 OX 3 ; 

X 3 for each occurrence is independently hyaVogen or (Ci-C 6 )alkyl; 
X 6 is independently hydrogen, optionally substituted (d-C 6 )alkyl, (C 2 -C 6 )halogenated 
20 alkyl, optionally substituted (C 3 -C 7 )cycloalkyk (C 3 -C 7 )-halogenatedcycloalkyl, where 
optionally substituted (d-C 6 )alkyl and optionally substituted (C 3 -C 7 )cycloalkyl in the 
definition of X 6 is optionally independently substituted by 1 or 2 (Ci-C^alkyl, hydroxyl, 
(d-d)alkoxy, carboxyl, CONH 2 , -S(0) m (d-C 6 )aVyK carboxylate (d-d)alkyl ester, or 
1 H-tetrazol-5-yl; or 

25 when there are two X 6 groups on one atom anVl both X 6 are independently (d- 
C 6 )alkyl, the two (d-C 6 )alkyl groups may be optionally joined and, together with the 
atom to which the two X 6 groups are attached, flprm a 4- to 9- membered ring 
optionally having oxygen, sulfur or NX 7 ; 

X 7 is hydrogen or (d-C 6 )alkyl optionally substituted with hydroxyl; and 

30 m for each occurrence is independently 0, 1 or 2; 
with the proviso that: 

X 6 and X 12 cannot be hydrogen when it is attached t^ C(O) or S0 2 in the form 
C(0)X 6 , C(0)X 12 , S0 2 X 6 or S0 2 X 12 ; and 
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when R 6 is a bond then L isWx 2 ) and each r in the definition -(CH 2 )r-L-(CH 2 )r- is 
independently 2 or 3. \ 

8. A method of claftn 7 wherein the GHS is 2-amino-N-(2-(3a-(R)-benzyl- 
2-methyl-3-oxo-2,3,3a,4,67-hexaViydro-pyrazolo-[4,3-c]pyridin-5-yl)-1-(R)- 
benzyloxymethyl-2-oxo-ethyl)-isob\jtyramide, a prodrug thereof or a pharmaceutically 
acceptable salt of said GHS or saidWodrug. 

9. A method of claim 8 wherein the GHS is 2-amino-N-[2-(3a-(R)-benzyl- 
2-methyl-3-oxo-2 > 3 ( 3a,4,67-hexahydroVpyrazolo[4,3-c]pyridin-5-yl)-1-(R)- 
benzyloxymethyl-2-oxo-ethyl]-isobutyramide, L-tartrate. 

10. A method of claim 7 whWein the GHS is 2-amino-N-(1-(R)-(2,4- 
difluoro-benzyloxymethyl)-2-oxo-2-(3-oxo-3aV(R)-pyridin-2-ylmethyl)-2-(2,2,2-trifiuoro- 
ethyl)-2,3,3a t 4,6,7-hexahydro-pyrazolo-[4,3-c}pyridin-5-yl)-ethyl)-2-methyl- 
propionamide, a prodrug thereof or a pharmaceutically acceptable salt of said GHS or 
said prodrug. \ 

11. A method of claim 10 wherein the GHS is the (L)-(+)-tartaric acid salt 
of 2-amino-N-(1-(R)-(2,4-difluoro-benzyloxymethyl)V2-oxo-2-(3-oxo-3a-(R)-pyridin-2- 
ylmethyl)-2-(2,2,2-trifluoro-e^ 

ethyl)-2-methyl-propionamide. \ 

12. A method of claim 7 wherein thte GHS is 2-amino-N-{1 (R)- 
benzyloxymethyl-2-[1,3-dioxo-8a(S)-pyridin-2-ylmethyl-^(2,2,2-trifluoro-ethyl^ 
hexahydro-imidazo[1 ,5-a]pyrazin-7-yl]-2-oxo-ethyl}-2-methyl-propionamide, a prodrug 
thereof or a pharmaceutically acceptable salt of said GHS or said prodrug. 

13. A method of claim 1 2 wherein the GHS is the\(L)-(+)-tartaric acid salt 
of 2-amino-N-(1 (R)-benzyloxymethyl-2-(1 ,3-dioxo-8a(S)-pyrid\n-2-ylmethyl-2-(2 1 2 ) 2- 
trifluoro-ethyl)-hexahydrcHimidazo[1,5-a]pyrazin-7-yl)-2-oxo-etnvl)-2-methyl- 
propionamide. \ 



-53- 



14. A method of claim 1 which further comprises administering a 
recombinant growth hormone or an additional GHS selected from the group 
consisting of GHRP-6, GHRP-1, GHRP-2, growth hormone releasing factor and an 
analog of growth hormone releasing factor. 

1 5. A method of claim 1 which further comprises administering 
methotrexate, dapsone, a glucocorticoid or an antimalarial, a prodrug of 
methotrexate, dapsone, a glucocorticoid or an antimalarial or pharmaceutical^ 
acceptable salt thereof or of said pf^drug. 

16. A method of claim 15 therein said glucocorticoid is prednisone, 
betamethasone dipropionate, clobetasol, diflorasone diacetate, halobetasol 
propionate, amcinonide, desoximetasoYie, fluocinonide, halcinonide, 
betamethasone valerate, triamcinolone Wetate, fluocinolone acetonide, 
flurandrenolide, hydrocortisone valerateAtriamcinolone acetonide, hydrocortisone 
butyrate, alclometasone dipropionate, desonide, mometasone furoate, 
dexamethasone, hydrocortisone or methylorednisolone acetate. 

17. A method of claim 15 wherein \a\6 antimalarial is chloroquine, 
hydroxychloroquine, quinacrine or quinine. 

18. A combination comprising a GHS* a ppadfug thereof or 
pharmaceutical^ acceptable salt thereof or of sata prodrug and a second 
therapeutic agent selected from methotrexate', dapsone, a glucocorticoid or an 
antimalarial, a prodrug of said agentpfci pharmaceutically acceptable salt thereof 
or of said prodrug. 



19. A pharmaceutical composition comprising a combination of claim 1 8 
and a pharmaceutica1lyWceo^tai)ie > carrier, vehicle or diluent. 



20 

Formula/f: 



A combination of claim 18 wherein said GHS is a compound of the 
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or a stereoisomeric mixture thereof, diastereomerically enriched, diastereomerically 
pure, enantiomerically enriched or enantiomeric^ I ly pure isomer thereof, or a prodrug 
of such compound, mixture or isomer therepf, or a pharmaceutical ly acceptable salt 
of the compound, mixture, isomer or prodrug, 
wherein: 

HET is a heterocyclic moiety selected fn6m the group consisting of 




(PH 2 ), 



2/d 



10 d isO, 1 or 2; 
e is 1 or 2; 
f isOor 1; 

n and w are/0, 1 or 2, provided that n and w cannot both be 0 at the same time; 
Y 2 is oxygen or sulfur; 
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A is a divalent radical, where the left hand side of the/radical as shown below is 
connected to C" and the right hand side of the radical as shown below is connected 
to C\ selected from the group consisting of / 

-NR 2 -C(0)-NR 2 -, -NR 2 -S(0) 2 -NR 2 -, -0-C(0)-NR 2 -, -NfR 2 -C(0)-0-, -C(0)-NR 2 -C(0)-, 
5 -C(0)-NR 2 -C(R 9 R 10 )-, -C(R 9 R 10 )-NR 2 -C(O)-, -C(R 9 Rr)-C(R 9 R 10 )-C(R 9 R 10 )-, 
-S(O) 2 -C(R 9 R 10 )-C(R 9 R 10 )-, -C(R 9 R 10 )-O-C(O)-, -CfR 9 R 10 )-O-C(R 9 R 10 )-, 
-NR 2 -C(0)-C(R 9 R 10 )-, -0-C(0)-C(R 9 R 10 )-, -C(R 9 tf 0 )-C(O)-NR 2 -, 
-C(R 9 R 10 )-C(O)-O-, -C{O)-NR 2 -C(R 9 R 10 )-C(R 9 R^ 0 )-, -C(0)-0-C(R 9 R 10 )-, 
-C(R 9 R 10 )-C(R 9 R 10 )-C(R 9 R 10 )-C(R 9 R 10 )- ) -S(o/-NR 2 -C(R 9 R 10 )-C(R 9 R 10 )-, 
1 0 -C(R 9 R 10 )-C(R 9 R 10 )-NR 2 -C(O)-, -C(R 9 R^F^R 9 R 10 )-O-C(O)-, 

-NR 2 -C(O)-C(R 9 R 10 )-C(R 9 R 10 )-, -Nf^S(O)/c(R 9 R 10 )-C(R 9 R 10 )-, 
p -O-C(O)-C(R 9 R 10 )-C(R 9 R 10 )-, -C(^R 10 )-Gl(R 9 R 10 )-C(O)-NR 2 -, 

'•Q -C(R 9 R 10 )-C(R 9 R 10 )-C(O)-, -C(f/r 10 )-NR 2 -C(O)-O-, -C(R 9 R 10 )-O-C(O)-NR 2 , 

ajg /I 

-C(R 9 R 10 )-NR 2 -C(O)-NR 2 -, -NR 2 -C(0)yO-C(R 9 R 10 )-, -NR 2 -C(0)-NR 2 -C(R 9 R 10 )-, 
H 15 -NR 2 -S(0) 2 -NR 2 -C(R 9 R 10 )-, p-C(O)-NR 2 -C(^R A0 )-, -C(0)-N=C(R 11 )-NR 2 -, 
jy -C(0)-NR 2 -C(R 11 )=N-, -C(RTR'^R 12 -Cfp 8, R 10 )- 1 -NR 12 -C(R 9 R 10 )-, 

!U -NR 12 -C(R 9 R 10 )-C(R 9 R 10 )-, -C(O)-^G(frR 10 )-C(R 9 R 10 )-, -NR 2 -C(R 11 )=N-C(0)-, 

(3 -C(R 9 R 10 )-C(R 9 R 10 )-N(R 12 )-, -C(R?R 10 )-NR 12 -, -N=C(R 11 )-NR 2 -C(0)-, 

*p -C(R 9 R 10 )-C(R 9 R 10 )-NR 2 -S(O) 2 7-C(R 9 R 10 )-C(R 9 R 10 )-S(O) 2 -NR 2 -, 

l~ / 

^ 20 -C(R 9 R 10 )-C(R 9 R 10 )-C(O)-O-, ^(R 9 R 10 )-S(O) 2 -C(R 9 R 10 )-, -C(R 9 R 10 )-C(R 9 R 10 )-S(O) 2 -, - 
]3 O-C(R 9 R 10 )-C(R 9 R 10 )-, -C(R 9 R 10 )-C(R 9 R 10 )-O-, -C(R 9 R 10 )-C(O)-C(R 9 R 10 )-, 

-C(O)-C(R 9 R 10 )-C(R 9 R 10 )- arid -C(R 9 R 10 )-NR 2 -S(O) 2 -NR 2 -; 

Q is a covalent bond or CHfe; 

W is CH or N; / 
25 X is CR 9 R 10 , C=CH 2 or c/o; 

Y is CR 9 R 10 , O or NR 2 ; / 

Z is C=0, C=S or S(O)/; 

G 1 is hydrogen, halo, /hydroxy, nitro, amino, cyano, phenyl, carboxyl, -CONH 2 , -(Ci- 
C 4 )alkyl optionally independently substituted with one or more phenyl, one or more 
30 halogens or one on more hydroxy groups, -(C 1 -C 4 )alkoxy optionally independently 
substituted with one or more phenyl, one or more halogens or one or more hydroxy 
groups, -(Q-C^all/ylthio, phenoxy, -COCKCrC^alkyl, N,N-di-(Ci-C 4 )alkyiamino, -(C 2 - 
C 6 )alkenyl optionally independently substituted with one or more phenyl, one or more 
halogens or one/ or more hydroxy groups, -(C 2 -C 6 )alkynyl optionally independently 
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substituted with one or more phenyl, one or more halogens or one or more hydroxy 
groups, -(C 3 -C 6 )cycloalkyl optionally independently substituted with one or more (Ci- 
C 4 )alkyl groups, one or more halogens or one or more hydroxy groups, -(Ci- 
C 4 )alkylamino carbonyl or di-(d-C 4 )alkylamino carbonyl/ 
5 G 2 and G 3 are each independently selected from the/group consisting of hydrogen, 
halo, hydroxy, -(C 1 -C 4 )alkyl optionally independentlwsubstituted with one to three halo 
groups and -(C 1 -C 4 )alkoxy optionally independently substituted with one to three halo 
groups; / 
R 1 is hydrogen, -CN, -(CH 2 ) p N(X 6 )C(0)X 6 , -(CH 2 ) q N(X 6 )C(0)(CH 2 ) t -A 1 , 
10 -(CH 2 ) q N(X 6 )S(0) 2 (CH 2 ) t -A 1 , -(CH 2 ) q N(X 6 )S(C/) 2 X 6 , -(CH 2 ) q N(X 6 )C(0)N(X 6 )(CH 2 ) r A 1 , 
-(CH 2 ) q N(X 6 )C(0)N(X 6 )(X 6 ), -(CH 2 ) q C(O)N0( 6 )(X 6 ), -(CH 2 ) q C(0)N(X 6 )(CH 2 ) t -A 1 , 
Q -(CH 2 ) q C(0)OX 6 , -(CH 2 ) q C(0)0(CH 2 WVU(CH 2 ) q OX 6 , -(CH 2 ) q OC(0)X 6 , 

| -(CH 2 ) q OC(0)(CH 2 ) r A 1 , -(CH 2 ) q OG(5lS0<H(CH 2 ) r A 1 , -(CH 2 ) q OC(0)N(X 6 )(X 6 ), 

m -(CH 2 ) q C(0)X 6 , -(CH 2 ) q C(0)(C^-A 1 7(CH 2 ) q N(X 6 )C(0)OX 6 , 

j* 15 -(CH 2 ) q N(X 6 )S(0) 2 N(X 6 )(X 6 ), -pH 2 )J{0)^\ -(CH 2 ) q S(0) m (CH 2 ) r A 1 , 
jp -(d-dojalkyl, -(CH 2 ) r A 1 , -(CH 2 ) q ^-C 7 )cycloalkyl, -(CH 2 ) q -Y 1 -(d-C 6 )alkyl, 

P -(CH^-Y^CH^-A 1 or -(Cmq-WCHzHC^cycloalkyl; 

S3 where the alkyl and ^/aoalkyl/g roups in the definition of R 1 are optionally 

in / — 

^ substituted with (d-Cyalkyl, hydroxy, (C 1 -C 4 )alkoxy, carboxyl, -CONH 2 , 

«p 20 -S(0) m (Ci-C 6 )alkyl, -GCMd-dJalkyl ester, 1 H-tetrazol-5-yl or 1, 2 or 3 fluoro 

jjj groups; / 

Y 1 is O, S(0) m , -Cfp)NX 6 -, -CH=CH-, -C^C-, -N(X 6 )C(0)-, -C(0)NX 6 -, 
-C(0)0- F -OC(0)pQ(X 6 )- or -OC(O)-; 
q isO, 1,2, 3 or A; 
25 tisO, 1,2 or 3/ 

said (CH 2 ) q group and (CH 2 ) t group in the definition of R 1 are optionally 
independently substituted with hydroxy, (d-C 4 )alkoxy, carboxyl, -CONH 2 , 
-S(0) m (d-c4)alkyl, -C0 2 (d-C 4 )alkyl ester, 1H-tetrazol-5-yl, 1, 2 or 3 fluoro 
groups or A or 2 (d-C 4 )alkyl groups; 
30 R 1A is selected from the group consisting of hydrogen, F, CI, Br, I, (C 1 -C 6 )alkyl, 
phenyl(d-C 3 )all/yl, pyridyl(d-C 3 )alkyl, thiazolyl(Ci-C 3 )alkyl and thienyl(d-C 3 )alkyl, 
provided that FV A is not F, CI, Br or I when a heteroatom is vicinal to C"; 
R 2 is hydroger/, (d-C 8 )alkyl, -(C 0 -C 3 )alkyl-(C3-C 8 )cycloalkyl, -(d-d)alkyl-A 1 or A 1 ; 
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where the alkyl groups and the cycloalkyl grodps in the definition of R 2 are 
optionally substituted with hydroxy, -C(0)OX 6 / -C(0)N(X 6 )(X 6 ), -N(X 6 )(X 6 ), - 
S(0) m (d-C 6 )alkyl, -C(0)A 1 , -C(0)(X 6 ), CF 3 , £N or 1, 2 or 3 independently 
selected halo groups; 

R 3 is selected from the group consisting of A 1 , (d-dojalkyl, -(d-CeJalkyl-A 1 , -(Cr 
C 6 )alkyl-(C 3 -C 7 )cycloalkyl, -(d-CsJalkyl-X^fd-CsJalkyl, -(d-C 5 )alkyl-X 1 -(Co-C 5 )alkyl- 
A 1 and -(d-C 5 )al kyl-X 1 -(C 1 -C 5 )alkyl-(C3-C 7 )cycloa(kyl; 

where the alkyl groups in the definition of R 3 are optionally substituted with 

-S(0) m (d-C 6 )alkyl, -C(0)OX 3 , 1, 2, 3, 4 or 5 independently selected halo 

groups or 1 , 2 or 3 independently selected -OX 3 groups; 

X 1 is O, S(0) m , -N(X 2 )C(0)-, -C(0)n/x 2 )-, -OC(O)-, -C(0)0- t -CX 2 =CX 2 -, 

-N(X 2 )C(0)0-, -OC(0)N(X?jQf -c/c-; 



R 4 is hydrogen, (d-C 6 )alkyl or 



the carbon atom to which/ tl 
d)cycloalkenyl, a partially y 
1 to 4 heteroatoms inde . 
sulfur and nitrogen, or is£-a bicycl 



loalkyl, or R 4 is taken together with R 3 and 
attached and form (C 5 -C 7 )cycloalkyl, (C 5 - 
r rated gfr fully saturated 4- to 8-membered ring having 
elected from the group consisting of oxygen, 
ng system consisting of a partially saturated or 



fully saturated 5- or 6-membered ring, fused to a partially saturated, fully unsaturated 
or fully saturated 5- or 6-memoered ring, optionally having 1 to 4 heteroatoms 
independently selected from the aroup consisting of nitrogen, sulfur and oxygen; 
X 4 is hydrogen or (d-C 6 )alkyl oyX 4 is taken together with R 4 and the nitrogen atom to 
which X 4 is attached and the carbon atom to which R 4 is attached and form a five to 
seven membered ring; 

,5a 



/ 



X^ 



R is a bond or is 



(QH2) £ 



(CH 2 ) b 



where a and b are jeach independently 0, 1 , 2 or 3; 

ch independently selected from the group consisting of 
hydrogen, CF 3t A? and optionally substituted (d-C 6 )alkyl; 

the optionally substituted (d-C 6 )alkyl in the definition of X 5 and X 53 is 
optionally substituted with a substituent selected from the group 
consisting of A 1 , OX 2 , -S(0) m (C 1 -C 6 )alkyl, -C(0)OX 2 , (C 3 -C 7 )cycloalkyl, 
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or the carbon bearing X 5 or X 53 forms one or two alkylene bridges with the 
nitrogen atom bearing R 7 and R 8 wherein each alkylene bridge contains 1 to 5 
carbon atoms, provided that when one aLRylene bridge is formed then only 
one of X 5 or X 53 is on the carbon atom /and only one of R 7 or R 8 is on the 
nitrogen atom and further provided that when two alkylene bridges are formed 
then X 5 and X 53 cannot be on the carbon atom and R 7 and R 8 cannot be on 
the nitrogen atom; / 

or X 5 is taken together with X 53 and the carbon atom to which they are 
attached and form a partially saturated or fully saturated 3- to 7-membered 
ring, or a partially saturated or fully saturated 4- to 8-membered ring having 1 
to 4 heteroatoms independently selected from the group consisting of oxygen, 
sulfur and nitrogen; /~\ I 

or X 5 is taken together witm X 5a and the carbon atom to which they are 
attached and form a bicyclic ring system consisting of a partially saturated or 
fully saturated/5- or 6-membered ring, optionally having 1 or 2 heteroatoms 
independently selected trom the group consisting of nitrogen, sulfur and 
oxygen, fused xo a partially saturated, fully saturated or fully unsaturated 5- or 
6-memberejK rin§roptfonally having 1 to 4 heteroatoms independently 
selected from the group consisting of nitrogen, sulfur and oxygen; 
Z 1 is a bond, O or provided that when a and b are both 0 then Z 1 is not 
N-X 2 or O; / 

or R 6 is -(CR a R b )a-E-(CR a Rjr) b -, where the -(CR a R b ) a - group is attached to the carbonyl 
carbon of the amide group of the compound of formula I and the -(CR 3 R b ) b group is 
attached to the terminal nitrogen atom of the compound of formula I; 
E is -O-, -S-, -CH=CH- or an aromatic moiety selected from 




said aromatic moiety in the definition of E optionally substituted with up to 
three hali, hydroxy, -N(R C )(R C ), (d-C 6 )alkyl or (d-QOalkoxy; 
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R a and R b are, for each occurrence, independently hydrogen, (C 1 -C 6 )alkyl, 
trifluoromethyl, phenyl or monosubstituted (d-Qe)alkyl where the substituents 
are imidazolyl, naphthyl, phenyl, indolyl, p-hydrpxyphenyl, 
-OR c , S(0) m R c , C(0)OR c , (C 3 -C 7 )cycloalkyl, -N(R C )(R C ), -C(0)N(R c )(R c ), or R a 
or R b may independently be joined to one or both of R 7 or E (where E is other 
than O t S or -CH=CH-) to form an alkyleneyoridge between the terminal 
nitrogen and the alkyl portion of the R a or R b and the R 7 or E group, wherein 
the bridge contains 1 to 8 carbon atoms/or R a and R b may be joined to one 
another to form a (C 3 -C 7 )cycloalkyl; / 

R°, for each occurrence, is independently hydrogen or (d-C 6 )alkyl; 
a and b are independently 0, 1 , 2 or 3, with the proviso that if E is -O- or 
-S-, b is other than 0 or 1 ^and with trie further proviso that if E is -CH=CH-, b 
is other than 0; / / 

R 7 and R 8 are each independently hydrogen or optionally substituted (C 1 -C 6 )alkyl; 

where the optionally substituted (d-C 6 )alkyl in the definition of R 7 and R 8 is 
optionally indepenpenjrfy substituted with A 1 , -C(0)0-(Ci-C 6 )alkyl, 
-SCO^Ci-CeJalkyK^I to bfialof groups, 1 to 3 hydroxy groups, 1 to 3 
-O-C(O)(d-C 10 )alkyl groupsrar 1 to 3 (d-C 6 )alkoxy groups; or 

R 7 and R 8 can be taken together to/form -(CH 2 ) r -L-(CH 2 ) r -; 
where L is C(X 2 )(X 2 ), S(O)/ or N(X 2 ); 

R 9 and R 10 are each independently selected from the group consisting of hydrogen, 

fluoro, hydroxy and (Ci-C 5 )alkyl optionally independently substituted with 1-5 halo 

groups; / 

R 11 is selected from the group consisting of (C 1 -C 5 )alkyl and phenyl optionally 
substituted with 1-3 substi/utents each independently selected from the group 
consisting of (d-C 5 )alkyl, halo and (d-C 5 )alkoxy; 

R 12 is selected from the group consisting of (d-C 5 )alkylsulfonyl, (d-C 5 )alkanoyl and 
(d-C 5 )alkyl where the alkyl portion is optionally independently substituted by 1-5 halo 
groups; / 

A 1 for each occurrence is independently selected from the group consisting of (C 5 - 
d)cycloaikenyl, phenyl/ a partially saturated, fully saturated or fully unsaturated 4- to 
8-membered ring optidnally having 1 to 4 heteroatoms independently selected from 
the group consisting /of oxygen, sulfur and nitrogen and a bicyclic ring system 
consisting of a part/ally saturated, fully unsaturated or fully saturated 5- or 6- 
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membered ring, optionally having 1 to 4 heteroatoms independently selected from the 
group consisting of nitrogen, sulfur and oxygen, fused to a partially saturated, fully 
saturated or fully unsaturated 5- or 6-membered ring, optionally having 1 to 4 
heteroatoms independently selected from the group cdnsisttng of nitrogen, sulfur and 
oxygen; / 

A 1 for each occurrence is independently optionally substituted, on one or 
optionally both rings if A 1 is a bicycli^ ring system, with up to three 
substituents, each substituent independently selected from the group 
consisting of F, CI, Br, I, OCF 3 , OCF 2 h/cF 3 , CH 3 , OCH 3 , -OX 6 , 
-C(0)N(X 6 )(X 6 ), -C(0)OX 6 , oxo, (d-c/jalkyl, nitro, cyano, benzyl, -S(0) m (Ci- 
C 6 )alkyl, 1H-tetrazol-5-yl, phenyl, /phenoxy, phenylalkyloxy, halophenyl, 
methylenedioxy, -N(X 6 )(XV^ 6 )G(0)(X 6 ), -S(0) 2 N(X 6 )(X 6 ), 
-N(X 6 )S(0) 2 -phenyl, -NQOS(0) 2 X7 -CONX 11 X 12 , -S(0) 2 NX 11 X 12 , 
-NX 6 S(0) 2 X 12 , -NX 6 C(DNX 11 X 12 , /nX 6 S(0) 2 NX 11 X 12 , -NX 6 C(0)X 12 , imidazolyl, 
thiazolyl and tetrazolyl, ^provided that if A 1 is optionally substituted with 
methylenedioxy thed iLcafn only be substituted with one methylenedioxy; 
where X 11 is^dnog^otor optionally substituted (d-C 6 )alkyl; 

the optionally substituted (d-C 6 )alkyl defined for X 11 is 
optionally independently substituted with phenyl, phenoxy, (d- 
C 6 )alkoxycarbonyl, -S(0) m (C 1 -C 6 )alkyl, 1 to 5 halo groups, 1 to 
3 hydroxy/groups, 1 to 3 (d-do)alkanoyloxy groups or 1 to 3 
(d-C 6 )alKOxy groups; 
X 12 is hydrogeri, (C 1 -C 6 )alkyl, phenyl, thiazolyl, imidazolyl, furyl or 
thienyi, provided that when X 12 is not hydrogen, the X 12 group is 
optionally substituted with one to three substituents independently 
selected from the group consisting of CI, F, CH 3 , OCH 3 , OCF 3 and 
CF 3 ; / 

or X 11 ano/x 12 are taken together to form -(CH 2 ) r -L 1 -{CH 2 ) r ; 
L7is C(X 2 )(X 2 ), O, S(0) m or N(X 2 ); 
r for each occurrence is independently 1 , 2 or 3; 

X 2 for each occurrence is independently hydrogen, optionally substituted (d-C 6 )alkyl 
or optionally substituted (C 3 -C 7 )cycloalkyl, where the optionally substituted (d- 
C 6 )alkyl and optionally substituted (C 3 -C 7 )cycloalkyl in the definition of X 2 are 
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optionally independently substituted with -S(0) m (C 1 -C 6 )jilkyl, -C(0)OX 3 , 1 to 5 halo 
groups or 1-3 OX 3 groups; 

X 3 for each occurrence is independently hydrogen or 0C<rC 6 )alkyl; 
X 6 for each occurrence is independently hydrogen, optionally substituted (d-C 6 )alkyl, 
(C 2 -C 6 )halogenated alkyl, optionally substiti/ted (C 3 -C 7 )cycloalkyl, (C 3 -C 7 )- 
halogenated cycloalkyl, where optionally substituted (d-C 6 )atkyl and optionally 
substituted (C 3 -C 7 )cycloalkyl in the definition of X 6 is optionally independently mono- 
or di-substituted with (d-d)alkyl, hydroxy, (C<-d)alkoxy, carboxyl, CONH 2 , 
-S(0) m (Ci-C 6 )alkyl, carboxylate (d-d)alkyLester or 1H-tetrazol-5-yl; or 
when there are two X 6 groups on one atom and both X 6 are independently (d- 
C 6 )alkyl, the two (d-C 6 )alkyL§roups may be optionally joined and, together with the 
atom to which the two XT groups ane attached, form a 4- to 9- membered ring 
optionally having oxygerf, sulfur or as a ring member; 

X 7 is hydroger/ or (d -Chalky! optionally substituted with hydroxy; 
m for each occurrerjce is independently 0, 1 or 2; 
with the provisos tHaiy 

1) X 6 and X 1 ^ c&nnoybe/ hydrogen when attached to C(O) or S(0) 2 in the form 
C(0)X 6 , C(0)X 12 , S(0) 2 Vor S(0) 2 X 12 ; and 

2) when R 6 is a bona then L is N(X 2 ) and each r in the definition -(CH 2 ) r -L- 
(CH 2 ) r - is independently 2 qfr 3. 

21. A combination of claim 20 wherein said GHS is a compound of the 



formula 



R 1 



/(CH2) f 



(CH 2 ) n 



O 

II 



(CH 2 ) V 



R 3 
R 4 



X 4 



N 



II 

O 



R 6 



\ 



R 7 



R 8 



a racemic-diastereomeric mixture or optical isomer of said compound or a 
pharmaceutically-acceptable salt and prodrug thereof, 
wherein 
f is 0; 

n is 0 and is 2, or n is 1 and w is 1 , or n is 2 and w is 0; 
Y is oxygen or sulfur; 
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R 1 is hydrogen, -CN, -(CH 2 ) q N(X 6 )C(0)X 6 , -(CH 2 ) q rjfx 6 )C(0)(CH 2 ) r A 1 l 
-(CH 2 ) q N(X 6 )S0 2 (CH 2 ) r A 1 ,-(CH 2 ) q N(X 6 )S0 2 X 6 , -(Crt 2 ) q N(X 6 )C(0)N(X 6 )(CH 2 ) t -A 1 , 
-(CH 2 ) q N(X 6 )C(0)N(X 6 )(X 6 ), -(CH 2 ) q C(0)N(X 6 )(Xy-(CH 2 ) q C(0)N(X 6 )(CH 2 ) r A 1 t 
-(CH 2 ) q C(0)OX 6 , -(CH 2 ) q C(0)0(CH 2 ) r A 1 , -(CH^X 6 , -(CH 2 ) q OC(0)X 6 , 
-(CH 2 ) q OC(0)(CH 2 ) r A 1 , -(CH 2 ) q OC(0)N(X 6 )(CMf) r A 1 , -(CH 2 ) q OC(0)N(X 6 )(X 6 ), 
-(CH 2 ) q C(0)X 6 , -(CH 2 ) q C(0)(CH 2 ) t -A 1 , -(CH 2 )aN(X 6 )C(0)OX 6 , 
-(CH 2 ) q N(X 6 )S0 2 N(X 6 )(X 6 ), -(CH 2 ) q S(0) m X 6 , 7(CH 2 ) q S(0) m (CH 2 ) r A 1 , 
-(d-do)alkyl, -(CH 2 ) t -A 1 , -(CH 2 ) q -(C 3 -d)c^loalkyl, -(CH 2 ) q -Y 1 -(d-C 6 )alkyl, 
-(CH 2 ) q -Y 1 -(CH 2 ) t -A 1 or -(CH 2 ) q -Y 1 -(CH 2 ) t -{C 3 -C 7 )cycloalkyl; 

where the alkyl and cvcloalkylygroups in the definition of R 1 are optionally 

substituted with (G^C 4 )alkyl ( hydroxyl, (d-d)alkoxy, carboxyl, -CONH 2 , 

-S(0) m (C r C 6 )alkyl, -C0 2 (d-o()alkyl ester, 1 H-tetrazol-5-yl or 1, 2 or 3 fluoro; 

Y 1 is O, S{0)J-Cp)UX 6 -, -GH=CH-, -C=C-, -N(X 6 )C(0)-, -C(0)NX 6 -, 

-C(0)0-, -Of/^(X 6 Mr-6c(0)-; 

q is 0, 1 , 2, Tor 4; ' / 

t is 0,1, 2 or 3; / 

said (CH 2 ) q group and /cH 2 ) t group may each be optionally substituted with 
hydroxyl, (d-d)alkoxy( carboxyl, -CONH 2 , -S(0) m (d-C 6 )alkyl, 
-C0 2 (d-d)alkyl este/ 1H-tetrazol-5-yl, 1, 2 or 3 fluoro, or 1 or 2 (d-d)alkyl; 

R 2 is hydrogen, (d-C 8 )alkyl ,/-(C 0 -d)alkyl-(d-C 8 )cycloalkyl, -(d-d)alkyl-A 1 or A 1 ; 
where the alkyl groups and the cycloalkyl groups in the definition of R 2 are 
optionally substituted with hydroxyl, -C(0)OX 6 , -C(0)N(X 6 )(X 6 ), 
-N(X 6 )(X 6 ), -SCOUC^CeJalkyl, -C(0)A 1 , -C(0)(X 6 ), CF 3 , CN or 1 , 2 or 3 
halogen; / 

R 3 is A 1 , (d-do)alkyl, -/d-C 6 )alkyl-A\ -(d-C 6 )alkyl-{d-d)cycloalkyl, 

-(d-C 5 )alkyl-X 1 -(d-Cd(alkyl, -(d-C5)a!kyl-X 1 -(C 0 -C 5 )alkyl-A 1 or 

-(d-C5)alkyl-X 1 -(d-a5)alkyl-(d-d)cycloalkyl; 

where the aljtyl groups in the definition of R 3 are optionally substituted with, 
-S(0) m (d-a 6 )alkyl, -C(0)OX 3 , 1 , 2, 3, 4 or 5 halogens, or 1 , 2 or 3 OX 3 ; 
X 1 is O, S(6) m , -N(X 2 )C(0)-, -C(0)N(X 2 )-, -OC(O)-, -C(0)0-, -CX 2 =CX 2 -, 
-N(X 2 )C(d)0-, -OC(0)N(X 2 )- or -C^C-; 

R 4 is hydrogen, 6d-C 6 )alkyl or (C 3 -C 7 )cycloalkyl; 
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X 4 is hydrogen or (d-C 6 )alkyl or X 4 is taken together with R 4 and the nitrogen atom to 
which X 4 is attached and the carbon atom to whic/i R 4 is attached and form a five to 
seven membered ring; 

,5 w5a 



(CH 2 ) a 



(CH 2 ) b 



' 2 )(X 2 ) and -C(0)N(X 2 )(X 2 ); 
j(en or optionally substituted (d-C 6 )alkyl; 



R is a bond or is 
5 where a and b are independently 0, h , 2 or 3; 

X 5 and X 53 are each independently selected from the group consisting of 
hydrogen, trifluoromethyl, A 1 and ybptionally substituted (Ci-C 6 )alkyl; 

the optionally substituted (d-C 6 )alkyl in the definition of X 5 and X 53 is 
optionally substituted with a substituent selected from the group 
10 consisting of/C^OX 2 , /S(0) m (d-C 6 )alkyl, -C(0)OX 2 , 

(C 3 -d)cyc 
R 7 and R 8 are independs 

where the optionally substituted (d-C 6 )alkyl in the definition of R 7 and R 8 is 
optionally independently substituted with A 1 , -C(0)0-(d-C 6 )alkyl, . 
15 -S(0) m (d-C 6 )aJkyLj*^5 halogens, 1 to 3 hydroxy, 1 to 3 -0-C(0)(d- 

do)alkyl or 1 to 3 (d-c/)alkoxy; or 
R 7 and R 8 can be taken together to form -(CH 2 )r-L-(CH 2 )r-; 

where L is C(X 2 )(X 2 ), S(0) m or N(X 2 ); 
A 1 in the definition of R 1 is a/ partially saturated, fully saturated or fully unsaturated 4- 
20 to 8-membered ring optionally having 1 to 4 heteroatoms independently selected from 
the group consisting of oxygen, sulfur and nitrogen, a bicyclic ring system consisting 
of a partially saturated, fjully unsaturated or fully saturated 5- or 6-membered ring, 
having 1 to 4 heteroatoms independently selected from the group consisting of 
nitrogen, sulfur and oxygen, fused to a partially saturated, fully saturated or fully 
25 unsaturated 5- or 67membered ring, optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and oxygen; 
A 1 in the definition of R 2 , R 3 , R 6 , R 7 and R 8 is independently (C 5 -C 7 )cycloalkenyl, 
phenyl or a partially saturated, fully saturated or fully unsaturated 4- to 8- membered 
ring optionally having 1 to 4 heteroatoms independently selected from the group 
30 consisting of oxygen, sulfur and nitrogen, a bicyclic ring system consisting of a 
partially saturated,/ fully unsaturated or fully saturated 5- or 6- membered ring, 
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optionally having 1 to 4 heteroatoms independently selected from the group 
consisting of nitorgen, sulfur and oxygen, fused to L partially saturated, fully saturated 
or fully unsaturated 5- or 6- membered ring, optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and oxygen; 

A 1 for each occurrence is independently optionally substituted, in one or 
optionally both rings if A 1 is a bjpyclic ring system, with up to three 
substituents, each substituent independently selected from the group 
consisting of F, CI, Br, I, OCF 3 , OOF 2 H, CF 3l CH 3 , OCH 3 , -OX 6 , 
-C(0)N(X 6 )(X 6 ), -C(0)OX 6 , oxo, (a-C 6 )alkyl, nitro, cyano, benzyl, 
-SCOJn^Ci-CtOalkyl, 1H-tetrazo/5-yl, phenyl, phenoxy, phenylalkyloxy, 
halophenyl, methylenedioxy, -N(X 6 )(X 6 ), -N(X 6 )C(0)(X 6 ), -S0 2 N(X 6 )(X 6 ), 
-N(X 6 )S0 2 -phenyl, MQ<%Ojr , -CONX 11 X 12 , -S0 2 NX 11 X 12 , -NX 6 S0 2 X 12 , 
-NX 6 CONX 11 X 12 , /4x 6 S0 2 NX l1 X 12 , -NX 6 C(0)X 12 , imidazolyl, thiazolyl or 
tetrazolyf, provided that if A 1 /is optionally substituted with methylenedioxy then 
it can only be sfubs/ituted vwtKone methylenedioxy; 

where/X/ isN=*ydfogen or optionally substituted (C r C 6 )alkyl; 

the optidnally substituted (C<i-C6)alkyl defined for X 11 is 
optionally independently substituted with phenyl, phenoxy, (C,- 
C 6 )alko*ycarbonyl, -SfO^C^CeJalkyl 1 to 5 halogens, 1 to 3 
hydroxy, 1 to 3 (Ct-CioJalkanoyloxy or 1 to 3 (Ci-Cejalkoxy; 
X 12 is hydrogen, (Cn-CeJalkyl, phenyl, thiazolyl, imidazolyl, furyl or 
thienyl, provided that when X 12 is not hydrogen, X 12 is optionally 
substituted with one to three substituents independently selected from 
the group consisting of CI, F, CH 3 , OCH 3 , OCF 3 and CF 3 ; 
or X 11 andfX 12 are taken together to form -(CH 2 ) r L 1 -(CH 2 ) r -; 
where L 1 is C(X 2 )(X 2 ), O, S(0) m or N(X 2 ); 
r for each occurrence isindependently 1 , 2 or 3; 

X 2 for each occurrence is independently hydrogen, optionally substituted (CTCeJalkyl, 
or optionally substituted (C 3 -C 7 )cycloalkyl, where the optionally substituted (C A - 
C 6 )alkyl and optionally substituted (C 3 -C 7 )cycloalkyl in the definition of X 2 are 
optionally independently substituted with -SfO^CrQOalkyi, -C(0)OX 3 , 1 to 5 
halogens or 1-3 OXj, 

X 3 for each occurrence is independently hydrogen or (Ci-C 6 )alkyl; 
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X 6 is independently hydrogen, optionally substituted (d-C 6 )alkyl, (C 2 -C 6 )halogenated 
alkyl, optionally substituted (Ca-C/Jcydoalkyl, (C 3 -d/-halogenatedcycloalkyl, where 
optionally substituted (d-C 6 )alkyl and optionally substituted (C 3 -C 7 )cycloalkyl in the 
definition of X 6 is optionally independently substituted by 1 or 2 (d-C 4 )alkyl, hydroxyl, 
(Ci-C 4 )alkoxy, carboxyl, CONH 2 , -S(0)Jd-C6)alKyl, carboxylate (d-d)alkyl ester, or 
1 H-tetrazol-5-yl; or / 

when there are two X 6 groups on one atornr and both X 6 are independently (d- 
C 6 )alkyl, the two (d-C 6 )alkyl groups may bef optionally joined and, together with the 
atom to which the two X 6 groups are attached, form a 4- to 9- membered ring 
optionally having oxygen, sulfur or NX 7 ; / 

X 7 is hydrogen or (d-Ces)alkyl optionally substituted with hydroxyl; and 
m for each occurrence is independently 0, 1 or 2; 
with the proviso that: / / 

X 6 and X 12 cannot pe hydrogen when it is attached to C(O) or S0 2 in the form 
C(0)X 6 , C(0)X 12 , SC 2 X 6 or S0 2 x/; and 

when R 6 is a bonovthemL is N(Xf) and each r in the definition -(CH 2 ) r L-(CH 2 ) r is 
independently 2 or 3/ 1/ 

22. A combination of claim 21 wherein the GHS is 2-amino-N-(2-(3a-(R)- 
benzyl-2-methyl-3-oxo-2,3y3a,4,6,7-hexahydro-pyra2olo-[4,3-c]pyridin-5-yl)-1-(R)- 
benzyloxymethyl-2-oxo-etnyl)-isobutyramide, a prodrug thereof or a pharmaceutical^ 
acceptable salt of said <3HS or said prodrug. 

23. A combination of claim 22 wherein the GHS is 2-amino-N-[2-(3a-(R)- 
benzyl-2-methyl-3-oyo-2,3,3a,4,6,7-hexahydro-pyrazolo[4,3-c]pyridin-5-yl)-1-(R)- 
benzyloxymethyl-2-pxo-ethyl]-isobutyramide, L-tartrate. 

24. A Combination of claim 21 wherein the GHS is 2-amino-N-(1-(R)-(2,4- 
difluoro-benzyloWmethyl)-2-oxo-2-(3-oxo-3a-(R)-pyridin-2-ylmethyl)-2-(2,2,2-trifluoro- 
ethyl)-2,3,3a,4,6,7-hexahydro-pyrazolo-[4 > 3-c]pyridin-5-yl)-ethyl)-2-methyl- 
propionamideVa prodrug thereof or a pharmaceutical^ acceptable salt of said GHS or 
said prodrug./ 
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25. A combination of claim 24 wherein thfe GHS is the (L)-(+)-tartaric acid 
salt of 2-amino-N-(1-(R)-(2,4-difluoro-te^ 

pyridin-2-ylmethyl)-2-(2,2,2-trifluoro-ethyl)-2,3,3a(4,67-hexahydro-pyrazolo-[4 l 3^ 
c]pyridin-5-yl)-ethyl)-2-methyl-propionamide. / 

26. A combination of claim 2A wherein the GHS is 2-amino-N-{1 (R)- 
benzyloxymethyl-2-[1,3-dioxo-8a(S)-pyridfn-2-ylmethyl-2-(2,2,2-trifluoro-ethyl)- 
hexahydro-imidazo[1 ,5-a]pyrazin-7-yl]-2^oxo-ethyl}-2-methyl-propionamide, a prodrug 
thereof or a pharmaceutical^ acceptable salt of said GHS or said prodrug. 

27. A cx>mbinatfoh of claim 26 wherein the GHS is the (L)-(+)-tartaric acid 
salt of 2-amino-N-(1 (R>benzy!oxymethyl-2-(1 ,3-dioxo-8a(S)-pyridin-2-ylmethyl-2- 
(2,2 I 2-trifluoro-eth^r^xahydroyHmidazo[1,5-a]pyrazin-7-yl)-2-oxo-ethyl)-2-methyl- 
propionamide. / A / 

28. A combination of claim 18 wherein said glucocorticoid is prednisone, 
betamethasone dipropionate, clobetasol, diflorasone diacetate, halobetasol 
propionate, amcinonide/desoximetasone, fluocinonide, halcinonide, 
betamethasone valerate, triamcinolone acetate, fluocinolone acetonide, 
flurandrenolide, hydrocortisone valerate, triamcinolone acetonide, hydrocortisone 
butyrate, alclometasone dipropionate, desonide, mometasone furoate, 
dexamethasone, hydrocortisone or methylprednisolone acetate. 

29. Aycombination of claim 18 wherein said antimalarial is chloroquine, 
hydroxychloroquine, quinacrine or quinine. 

30. A method of treating systemic lupus erythematosus in a patient which 
comprises administering to the patient \ 

a) a combination of claim 1 8; or 

b) a pharmaceutical composition comprising a GHS, a prodrug 
thereof or a pharmaceutic I ly acceptable salt on&aid GHS or said prodrug; and a 
therapeutic agent selected from methotrexate, dafssone, a glucocorticoid or an 
antimalarial, a prodrug thereof or a pharmaceuticals acceptable salt of said agent or 
said prodrug and a pharmaceutical^ acceptable earner, vehicle or diluent. 



-67- 



$ p£ A kit comprising: / 

a) a first unit dosage forn/ comprising a GHS, a prodrug thereof 
or a pharmaceutical^ acceptable salt of saia GHS or said prodrug and a 
pharmaceutical^ acceptable carrier, vehime or diluent; 

b) a second unit dosage form comprising a therapeutic agent 
selected from methotrexate, dapsone^a glucocorticoid or an antimalarial, a prodrug 
thereof or a pharmaceutically acceptable salt of said agent or said prodrug and a 
pharmaceutical^ acceptable came/ vehicle or diluent; and 

c) a containe/ 

3^ ^ A method of treating inflammatory bowel disease in a patient which 
comprises administering to the patient an inflammatory bowel disease treating 
effective amount ot^adrowtbf hormone secretagogue (GHS), a prodrug thereof or a 
pharmaceutical ly^cceptafafle salt of said GHS or of said prodrug. 

'method of claim p5 wherein the GHS, prodrug thereof or 
pharmaceutical ly/Bdcdptable salt thereof or of said prodrug is an orally active GHS, 
prodrug thereof or pWarmaceutically acceptable salt thereof or of said prodrug. 

A method of claim %C wherein the GHS, prodrug thereof or 
pharmaceutically acceptable salt thereof or of said prodrug is orally administered. 

/A method of claim wherein the GHS, prodrug thereof or 
pharmaceutically acceptable salt thereof or of said prodrug is a non-peptidyl GHS, 
prodrug thereof or pharmaceutically acceptable salt thereof or of said prodrug. 

J37/ A method of claim 33 wherein the patient is a human. 
A, 

36. A method of claim 36 wherein said GHS is a compound of the 
Formula I: 
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HET 




R O 
N 



R 
I 



"-R 8 



O 



or a stereoisomeric mixture thereof, diastefeomerically enriched, diastereomerically 
pure, enantiomerically enriched or enantiornerically pure isomer thereof, or a prodrug 
of such compound, mixture or isomer thereof, or a pharmaceutical^ acceptable salt 
of the compound, mixture, isomer or prodrug, 
wherein: 

HET is a heterocyclic moiefy selected from the group consisting of 



v N 



R 



1A 



(CH 2 ) ( 



2'd 



I (CH 2 ) e 
R 




G 9 



'2'e 



W (CH 2 ) d 



R 



and 




R 



2^' 



O 



| (CH 2 ) d 
(CH 2 )S 



d is 0, 1 or 2; 
e is 1 or 2; 
f is 0 or 1 ; 

n and w are 0, l\ or 2, provided that n and w cannot both be 0 at the same time; 
Y 2 is oxygen or sulfur; 
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A is a divalent radical, where the left hand side of the radical as shown below is 
connected to C" and the right hand side of the radical as shown below is connected 
to C\ selected from the group consisting of / 

-NR 2 -C(0)-NR 2 - -NR 2 -S(0) 2 -NR 2 -, -0-C(0)-NR7, -NR 2 -C(0)-0-, -C(0)-NR 2 -C(0)-, 
5 -C(0)-NR 2 -C(R 9 R 10 )-. -C(R 9 R 10 )-NR 2 -C(O)-, -CyR 9 R 10 )-C(R 9 R 10 )-C(R 9 R 10 )- t 
-S(O) 2 -C(R 9 R 10 )-C(R 9 R 10 )-, -C(R 9 R 10 )-O-C(O)-/-C(R 9 R 10 )-O-C(R 9 R 10 )-, 
-NR 2 -C(0)-C(R 9 R 10 )-. -0-C(0)-C(R 9 R 10 )-, -C£R 9 R 10 )-C(O)-NR 2 -, 
-C(R 9 R 10 )-C(O)-O-, -C(O)-NR 2 -C(R 9 R 10 )-C(R 9 R 10 )-, -C(0)-0-C(R 9 R 10 )-, 
-C(R 9 R 10 )-C(R 9 R 10 )-C(R 9 R 10 )-C(R 9 R 10 )-, -s/o) 2 -NR 2 -C(R 9 R 10 )-C(R 9 R 10 )-, 

1 0 -C(R 9 R 10 )-C(R 9 R 10 )-NR 2 -C(O)-, -C(R 9 R 10 )/c(R 9 R 10 )-O-C(O)-, 

-NR 2 -C(O)-C(R 9 R 10 )-C(R 9 R 10 )-, -NR 2 -S(©) 2 -C(R 9 R 10 )-C(R 9 R 10 )-, 
-O-C(O)-C(R 9 R 10 )-C(R 9 R 10 )-, -C(R 9 R 10 )/c(R 9 R 1 °)-C(O)-NR 2 -, 
-C(R 9 R 1 VC(R 9 R 1 °)-C(O)y^^ 9 R 10 )yR 2 -C(O)-O- I -C(R 9 R 10 )-O-C(O)-NR 2 , 
-C(R 9 R 10 )-NR 2 -C(O)-NR 2 -, -NR 2 -C(o/-0-C(R 9 R 10 )-, -NR 2 -C(0)-NR 2 -C(R 9 R 10 )-, 

15 -NR 2 -S(0) 2 -NR 2 -C(Ry 10 )-, -0-C(o/nR 2 -C(R 9 R 10 )-, -C(0)-N==C(R 11 )-NR 2 -, 
-C(0)-NR 2 -C(R 11 )=n/ -C(^R 10 )-N^-C(R 9 R 10 )-, -NR 12 -C(R 9 R 10 )-, 
-NR 12 -C(R 9 R 10 )-C(R|R 1 yW(<9^ -NR 2 -C(R 11 )=N-C(0)-, 
-C(R 9 R 10 )-C(R 9 R 10 )-N{# 2 )-, -C(RTR 10 )-NR 12 -, -N=C(R 11 )-NR 2 -C{0)-, 
-C(R 9 R 10 )-C(R 9 R 10 )-NR 2 -S(O) 2 -/c(R 9 R 10 )-C(R 9 R 10 )-S(O) 2 -NR 2 -, 

20 -C(R 9 R 10 )-C(R 9 R 10 )-C(O)-O-, -C(R 9 R 10 )-S(O) 2 -C(R 9 R 10 )-, -C(R 9 R 10 )-C(R 9 R 10 )-S(O) 2 -, - 
O-C(R 9 R 10 )-C(R 9 R 10 )-, -C(R 9 Fy°)-C(R 9 R 10 )-O-, -C(R 9 R 10 )-C(O)-C(R 9 R 10 )-, 
-C(O)-C(R 9 R 10 )-C(R 9 R 10 )- and -C(R 9 R 10 )-NR 2 -S(O) 2 -NR 2 -; 
Q is a covalent bond or ChlJ 
W is CH or N; / 

25 X is CR 9 R 10 , C=CH 2 or C=D; 
Y is CR 9 R 10 , O or NR 2 ; / 
Z is CO, C=S or S(0) 2 ; / 

G 1 is hydrogen, halo, hydroxy, nitro, amino, cyano, phenyl, carboxyl, -CONH 2 , -(C,- 
C 4 )alkyl optionally independently substituted with one or more phenyl, one or more 
30 halogens or one or nnore hydroxy groups, -(Ci-C^alkoxy optionally independently 
substituted with one or more phenyl, one or more halogens or one or more hydroxy 
groups, -(Ci-C 4 )alkylthio, phenoxy, -COO(Ci-C 4 )alkyl, N,N-di-(C r C 4 )alkylarnino, -(C 2 - 
C 6 )alkenyl optionally/independently substituted with one or more phenyl, one or more 
halogens or one on more hydroxy groups, -(C 2 -C 6 )alkynyl optionally independently 
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substituted with one or more phenyl, one or more halogens or one or more hydroxy 
groups, -(C 3 -C 6 )cycloalkyl optionally independently substituted with one or more (d- 
C 4 )alkyl groups, one or more halogens or one/ or more hydroxy groups, -(d- 
C 4 )alkylamino carbonyl or di-(d-C 4 )alkylamino caybonyl; 
5 G 2 and G 3 are each independently selected from the group consisting of hydrogen, 
halo, hydroxy, -(d-C 4 )alkyl optionally independently substituted with one to three halo 
groups and -(d-C 4 )alkoxy optionally independently substituted with one to three halo 
groups; / 

R 1 is hydrogen, -CN, -(CH 2 ) q NQ<^)C(0)X 6 , /(CH 2 ) q N(X 6 )C(0)(CH 2 )rA 1 , 
10 -(CH 2 ) q N(X 6 )S(0) 2 (CH 2 ) r A 1 , -(CH 2 ) q N(X 6 )3((0) 2 X 6 , -(CH 2 ) q N(X 6 )C(0)N(X 6 )(CH 2 ) r A 1 , 

-(CH 2 ) q N(X 6 )C(0)N(X 6 )(X 6 ), -(CH 2 ) q C(OM(X 6 )(X 6 ), -(CH 2 ) q C(0)N(X 6 )(CH 2 ) t -A 1 , 
Q -(CH 2 ) q C(0)OX 6 , -(CH 2 ) q C(Q)(5^H 2 ) r A/, -(CH 2 ) q OX 6 , -(CH 2 ) q OC(0)X 6 , 

| -(CH 2 ) q OC(0)(CH 2 ) r A\ -^ 2 ) q OC(Ol/l(X 6 )(CH 2 ) t -A 1 , -(CH 2 ) q OC(0)N(X 6 )(X 6 ), 

m -(CH 2 ) q C(0)X^-(CH 2 ) q ^)(CH 2 )^AY-(CH 2 ) q N(X 6 )C(0)OX 6 , 
[ j 15 -(CH 2 ) q N(X 6 )S(0) 2 N(X%:X 6 ), -(CH^O)^ 6 , -(CH 2 ) q S(0) m (CH 2 ) t -A 1 , 
m -(d-C 10 )alkyl, -(CH 2 ) r A 1 , H^H 2 ) q -(C 3 -C 7 )cycloalkyl, -(CH^q-Y'^d-C^alkyl, 

f -(CH 2 ) q -Y 1 -(CH 2 ) r A 1 ol^^^ 

I3 where the alkyl and cyaloalkyl groups in the definition of R 1 are optionally 

111 / 

I j, substituted with (d-C 4 )s&lkyl, hydroxy, (C 1 -C 4 )alkoxy, carboxyl, -CONH 2 , 

if 20 -S(0) m (d-C 6 )alkyl, -C© 2 (d-C 4 )alkyl ester, 1 H-tetrazol-5-yl or 1, 2 or 3 fluoro 

\i groups; / 

Y 1 is O, S(0) m , -C(OJNX 6 -, -CH=CH-, -C=C-, -N(X 6 )C(0)-, -C(0)NX 6 -, 
-C(0)0-, -OC(0)N(X 6 )- or -OC(O)-; 
q is 0, 1, 2, 3 or 4; / 
25 t is 0,1, 2 or 3; / 

said (CH 2 ) q group and (CH 2 ) t group in the definition of R 1 are optionally 
independently substituted with hydroxy, (d-C 4 )alkoxy, carboxyl, -CONH 2 , 
-S(0)Jd-C 6 )a1kyl, -C0 2 (Ci-C 4 )alkyl ester, 1 H-tetrazol-5-yl, 1, 2 or 3 fluoro 
groups or 1 or 2 (d-C 4 )alkyt groups; 
30 R 1A is selected from /the group consisting of hydrogen, F, CI, Br, I, (d-C 6 )alkyl, 
phenyl(d-C 3 )alkyl, cfyridyl(d-C3)alkyl, thiazolyl(d-C 3 )alkyl and thienyl(d-C 3 )alkyl, 
provided that R 1A is Jot F, CI, Br or I when a heteroatom is vicinal to C"; 
R 2 is hydrogen, (d-CsJalkyI, -(C 0 -C 3 )alkyl-(C 3 -C 8 )cycloalkyl, -(Ci-C 4 )alkyl-A 1 or A 1 ; 
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where the alkyl groups and the cycloalkyl groups in the definition of R 2 are 
optionally substituted with hydroxy, -C(0)OX 6 -C(0)N(X 6 )(X 6 ), -N(X 6 )(X 6 ), - 
S(0) m (d-C 6 )alkyl, -C(0)A 1 , -C(0)(X 6 ), CF 3 , yCN or 1, 2 or 3 independently 
selected halo groups; 

R 3 is selected from the group consisting of A 1 , (fc-dojalkyl, -(Ci-Cejalkyl-A 1 , -(d- 
C 6 )alkyl-(C 3 -C 7 )cycloalkyl, -(d-CsJalkyl-X'-fd-Cs/alkyl, -(d-d)alkyl-X 1 -(C 0 -C 5 )alkyl- 
A 1 and -(d-CsJalkyl-X^fd-CsJalkyl-CCs-CrJcycloalkyl; 

where the alkyl groups in the definition of R 3 are optionally substituted with 

-S(0) m (d-C 6 )alkyl, -C(0)OX 3 , 1, 2, 3[ 4 or 5 independently selected halo 

groups or 1 , 2 or 3 independently selected -OX 3 groups; 

X 1 is O, S(0) m , -N(X 2 )C(0)-, -C(0)N(K 2 )-, -OC(O)-, -C(0)0-, -CX 2 =CX 2 -, 

-N(X 2 )C(0)0-, -OC(O)Np^)- or -C^ 
R 4 is hydrogen, (d-C 6 )alkyl cfr (C 3 C 7 )cyc/oalkyl, or R 4 is taken together with R 3 and 
the carbon atom to whion they are attached and form (C 5 -C 7 )cycloalkyl, (C 5 - 
C 7 )cycioaIkenyl, a partiall/ saturated oriully saturated 4- to 8-membered ring having 
1 to 4 heteroatoms independently selected from the group consisting of oxygen, 
sulfur and nitrogen, or /is a/picyclic/rirag system consisting of a partially saturated or 
fully saturated 5- or 6-(nemlpered/nng, fused to a partially saturated, fully unsaturated 
or fully saturated 5- or 6-memberied ring, optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and oxygen; 
X 4 is hydrogen or (d-C 6 )alkyl or XT is taken together with R 4 and the nitrogen atom to 
which X 4 is attached and the carpon atom to which R 4 is attached and form a five to 
seven membered ring; 

v 5a 

./ 

R 6 is a bond or is (CH * )a (CH2>b 

where a and b are eafch independently 0, 1 , 2 or 3; 
X s and X 5a are eaon independently selected from the group consisting of 
hydrogen, CF 3 , A 1 and optionally substituted (d-C 6 )alkyl; 

the optionally substituted (d-C 6 )alkyl in the definition of X 5 and X 5a is 
optionally /substituted with a substituent selected from the group 
consisting of A 1 , OX 2 , -S(0) m (d-C 6 )alkyl, -C(0)OX 2 , (C 3 -C 7 )cycloalkyl, 
-N(X 2 )(X 2 A and -C(0)N(X 2 )(X 2 ); 
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or the carbon bearing X 5 or X 5a forms one or two/ alkylene bridges with the 
nitrogen atom bearing R 7 and R 8 wherein each alkylene bridge contains 1 to 5 
carbon atoms, provided that when one alkylene/bridge is formed then only 
one of X 5 or X 53 is on the carbon atom and only one of R 7 or R 8 is on the 
nitrogen atom and further provided that when two alkylene bridges are formed 
then X 5 and X 53 cannot be on the carbon atom and R 7 and R 8 cannot be on 
the nitrogen atom; / 

or X 5 is taken together with X 53 and the carbon atom to which they are 
attached and form a partially saturated yor fully saturated 3- to 7-membered 
ring, or a partially saturated or fully saturated 4- to 8-membered ring having 1 
to 4 heteroatoms independently selected from the group consisting of oxygen, 
sulfur and nitrogen; 

or X 5 is taken together with X 5a >and the carbon atom to which they are 
attached and form a tricyclic ring system consisting of a partially saturated or 
fully saturated 5- on 6-merribereja ring, optionally having 1 or 2 heteroatoms 
independently selectea from trie group consisting of nitrogen, sulfur and 
oxygen, fused to a partially sa/upafed, fully saturated or fully unsaturated 5- or 
6-membered ring, optionajjy having 1 to 4 heteroatoms independently 
selected from the group consisting of nitrogen, sulfur and oxygen; 
Z 1 is a bond, O or N-X 2 , provided that when a and b are both 0 then Z 1 is not 
N-X 2 or O; / 
or R 6 is -(CR a R b ) a -E-(CR a R b ) b -, j^here the -(CR a R b ) a - group is attached to the carbonyl 
carbon of the amide group of rfie compound of formula I and the -(CR a R b ) b group is 
attached to the terminal nitrogen atom of the compound of formula I; 
E is -O-, -S-, -CH=CH- or an aromatic moiety selected from 




said aromatic moiety in the definition of E optionally substituted with up to 
three halo, hydroxy, -N(R C )(R C ), (d-CeJalkyl or (d-C 6 )alkoxy; 
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R a and R b are, for each occurrence, independency hydrogen, (CrC 6 )alkyl, 
trifluoromethyl, phenyl or monosubstituted (C|-G 6 )alkyl where the substituents 
are imidazolyl, naphthyl, phenyl, indolyl, p-hydroxyphenyl, 
-OR c , S(0) m R c , C(0)OR c , (C 3 -C 7 )cycloalkyl f -/l(R c )(R c ), -C(0)N(R c )(R c ), or R a 
5 or R b may independently be joined to one or both of R 7 or E (where E is other 

than O, S or -CH=CH-) to form an alkylene bridge between the terminal 
nitrogen and the alkyl portion of the R a or R b and the R 7 or E group, wherein 
the bridge contains 1 to 8 carbon atoms; or R a and R b may be joined to one 
another to form a (C 3 -C 7 )cycloalkyl; / 
10 R c , for each occurrence, is independently hydrogen or (C^CeJalkyl; 

a and b are independently 0, 1 , 2 or 3, with the proviso that if E is -O- or 
-S-, b is other than 0 c(Pl and witn the further proviso that if E is -CH=CH-, b 
is other than 0; / / 



fig R 7 and R 8 are each independently hycarogen or optionally substituted (d-QOalkyl; 

J*I 15 where the optionally, substiti/ted (Ci-Cejalkyl in the definition of R 7 and R 8 is 

Ife I I J 

iU optionally independently substituted with A 1 , -C(0)0-(C 1 -C 6 )alkyl, 

■~ ^(O^Ci-Ce/alk^lil to Synato groups, 1 to 3 hydroxy groups, 1 to 3 

□ -O-CCOJlCrCioJalkyi-gn^ps or 1 to 3 (d-C 6 )alkoxy groups; or 

^ R 7 and R 8 can be taken together" to form -(CH 2 ) r L-(CH 2 ) r ; 
!p 20 where L is C(X 2 )(X 2 ), S(0) m or N(X 2 ); 

H R 9 and R 10 are each independently selected from the group consisting of hydrogen, 



fluoro, hydroxy and (d-C^alkyl optionally independently substituted with 1-5 halo 
groups; / 

R 11 is selected from the group consisting of (d-CsJalkyl and phenyl optionally 
25 substituted with 1-3 substitutents each independently selected from the group 
consisting of (d-CsJalkyl, halo and (C^CsJalkoxy; 

R 12 is selected from the group consisting of (Ci-CsJalkylsulfonyl, (Ci-CsJalkanoyI and 
(Ci-Csjalkyl where the alkyl portion is optionally independently substituted by 1-5 halo 
groups; / 

30 A 1 for each occurrence is independently selected from the group consisting of (C 5 - 
C 7 )cycloalkenyl, phenyl, a partially saturated, fully saturated or fully unsaturated 4- to 
8-membered ring Optionally having 1 to 4 heteroatoms independently selected from 
the group consisting of oxygen, sulfur and nitrogen and a bicyclic ring system 
consisting of a /partially saturated, fully unsaturated or fully saturated 5- or 6- 
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membered ring, optionally having 1 to 4 heteroatoms independently selected from the 
group consisting of nitrogen, sulfur and oxygen, fused/to a partially saturated, fully 
saturated or fully unsaturated 5- or 6-membered ring, optionally having 1 to 4 
heteroatoms independently selected from the group consisting of nitrogen, sulfur and 
oxygen; / 

A 1 for each occurrence is independently /optionally substituted, on one or 
optionally both rings if A 1 is a bicycUc ring system, with up to three 
substituents, each substituent independently selected from the group 
consisting of F, CI, Br, I, OCF 3 , OCF 2 lYcF 3 , CH 3 , OCH 3 , -OX 6 , 
-C(0)N(X 6 )(X 6 ), -C(0)OX 6 , oxo, (d-(£ 6 )alkyl, nitro, cyano, benzyl, -S(0) m (d- 
C 6 )alkyl, 1H-tetrazol-^yl, phenyl,/ phenoxy, phenylalkyioxy, halophenyl, 
methylenedioxy, -r>Kx 6 )(^ 6 ), -N(X 6 )C(0)(X 6 ), -S(0) 2 N(X 6 )(X 6 ), 
-N(X 6 )S(0) 2 -pheciyi, -N(X 6 )S(0) 2 >f , -CONX 1 1 X 12 , -S(0) 2 NX 1 1 X 12 , 
-NX 6 S(0) 2 X 12 , /nX 6 CONX 11 X 12 ,/-NX 6 S(0) 2 NX 11 X 12 , -NX 6 C(0)X 12 , imidazolyl, 
thiazolyl and/tetrazolyl, provided that if A 1 is optionally substituted with 
methylenedioxy then it can only be substituted with one methylenedioxy; 
where^X 11 te hydrogen or optionally substituted (d-C 6 )alkyl; 

the optionally substituted (d-C 6 )alkyl defined for X 11 is 
optionally independently substituted with phenyl, phenoxy, (d- 
C 6 )alkoxyycarbonyl, -S(0) m (d-C 6 )alkyl, 1 to 5 halo groups, 1 to 
3 hydros groups, 1 to 3 (d-do)alkanoyloxy groups or 1 to 3 
(d-C 6 )alkoxy groups; 
X 12 is hydrogen, (d-C 6 )alkyl, phenyl, thiazolyl, imidazolyl, furyl or 
thienyl, provided that when X 12 is not hydrogen, the X 12 group is 
optionally substituted with one to three substituents independently 
selected from the group consisting of CI, F, CH 3 , OCH 3 , OCF 3 and 
CF 3 ; / 

or X 11 an/d X 12 are taken together to form -(CH 2 ) r -L 1 -(CH 2 ) r ; 
U is C(X 2 )(X 2 ), O, S(0) m or N(X 2 ); 
r for each occurrence/is independently 1 , 2 or 3; 

X 2 for each occurrence is independently hydrogen, optionally substituted (d-C 6 )alkyl 
or optionally substituted (C 3 -C 7 )cycloalkyl, where the optionally substituted (d- 
C 6 )alkyl and optionally substituted (C 3 -C 7 )cycloalkyl in the definition of X 2 are 
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optionally independently substituted with -SCOJm^-CeJalkyi, -C(0)OX 3 , 1 to 5 halo 
groups or 1-3 OX 3 groups; 

X 3 for each occurrence is independently hydrogen or (C 1 -C 6 )alkyl; 
X 6 for each occurrence is independently hydrogen, optionally substituted (C r C 6 )alkyl t 
(C2-C 6 )halogenated alkyl, optionally substituted (C 3 -C 7 )cycloalkyl, (C 3 -C 7 )- 
halogenated cycloalkyl, where optionally /substituted (d-CeJalkyl and optionally 
substituted (C 3 -C 7 )cycloalkyl in the definition of X 6 is optionally independently mono- 
or di-substituted with (C 1 -C 4 )alkyl, hydroxy, (d-C^alkoxy, carboxyl, CONH 2 , 
-SfO^CCi-CeJalkyl, carboxylate (C 1 -C 4 )a/kyl ester or 1 H-tetrazol-5-yl; or 
when there are two X 6 groups on ope atom and both X 6 are independently (Ct- 
C 6 )alkyl, the two (d-CeWfkyl groupsyfnay be optionally joined and, together with the 
atom to which the tyro X 6 groups/are attached, form a 4- to 9- membered ring 
optionally having ox/gen, sulfur or NX 7 as a ring member; 

X 7 is hydrogen fyv (d-CeJ^kyl optionally substituted with hydroxy; 
m for each occurre 
with the provisos 

1) X 6 and X 12 cannot be hydrogen when attached to C(O) or S(0) 2 in the form 
C(0)X 6 , C(0)X 12 , S(0) 2 X 6 or S(0) 2 X 12 ; and 

2) when R 6 is a bond then \f is N(X 2 ) and each r in the definition -(CH 2 )r-L-(CH 2 )r- is 
independently 2 or 3. 



ftdently 0, 1 or 2; 



it 



L 3 l 

A method of claim^S wherein said GHS is a compound of the formula 

O X 4 
R 1 II 



(QH2)f 



N 



(CH 2 ) n 



R 2 



"N 
I 

(CH 2 ) W 



R 3 
I 

R 4 



N 



O 



R 6 



NT 



\ 



R 7 



R 8 



a racemic-diasterefameric mixture or optical isomer of said compound or 
pharmaceutics I ly-acceptable satt or prodrug thereof, 
wherein 
f is 0; 

n is 0 and w is 2,/or n is 1 and w is 1 , or n is 2 and w is 0; 
Y is oxygen or Sulfur; 




-76- 



R 1 is hydrogen, -CN, -(CH 2 ) q N(X 6 )C(0)X 6 , -(CH 2 ) q N(X 6 )C(0)(CH 2 ) r A 1 , 
-(CH 2 ) q N(X 6 )S0 2 (CH 2 ) t -^ 

-(CH 2 ) q N(X 6 )C(0)N(X 6 )(X 6 ), -(CH 2 ) q C(0)N(X 6 )tfk 6 ), -(CH 2 ) q C(0)N(X 6 )(CH 2 ) t -A 1 , 
-(CH 2 ) q C(0)OX 6 , -(CH 2 ) q C(0)0(CH 2 ) r A 1 , -(CH 2 ) q OX 6 , -(CH 2 ) q OC(0)X 6 , 
-(CH 2 ) q OC(0)(CH 2 ) r A 1 , -(CH 2 ) q OC(0)N(X 6 )lfCH 2 ) r A 1 , -(CH 2 ) q OC(0)N(X 6 )(X 6 ), 
-(CH 2 ) q C(0)X 6 , -(CH 2 ) q C(0)(CH 2 ) t -A 1 , -(C^) q N(X 6 )C(0)OX 6 , 
-(CH 2 ) q N(X 6 )S0 2 N(X 6 )(X 6 ), -(CH^SCOoX, -(CH 2 ) q S(0) m (CH 2 ) r A 1 , 
-(d-C 10 )alkyl, -(CH 2 ) t -A 1 , -(CH 2 ) q -(C 3 -C 7 fcycloalkyl, -(CH 2 ) q -Y 1 -(C 1 -C 6 )alkyl, 
-(CH 2 ) q -Y 1 -(CH 2 ) r A 1 or -(CH 2 ) q -Y 1 -(CHA-(C 3 -C 7 )cycloalkyl; 

where the alkyl and cycloalkyl groups in the definition of R 1 are optionally 
substituted with (d-C 4 )alkyl/hydroxyl, (d-C 4 )alkoxy, carboxyl, -CONH 2 , 
-S(0) m (d-C^lkyi, -C0 2 (c/-C 4 )alkyl ester, 1 H-tetrazol-5-yl or 1, 2 or 3 fluoro; 
Y 1 is O, StO) m , -C(0)NX 6 -/-CH=CH-, -C^C-, -N(X 6 )C(0)-, -C(0)NX 6 -, 
-C(0)0-/oC(0)N(X 6 )- of -OC(O)-; 
q is 0, /, 2, 3 or 4; 
tis 0,y1 , 2yQr3; 

said /cy^c group affl (CH 2 ) t group may each be optionally substituted with 
hydroxyl, (d-C^kofcy, carboxyl, -CONH 2l -S(0) m (d-C 6 )alkyl, 
-C0 2 (C 1 -C 4 )alkyl es/er, 1 H-tetrazol-5-yl, 1 , 2 or 3 fluoro, or 1 or 2 (C 1 -C 4 )alkyl; 
R 2 is hydrogen, (d-C 8 )all#l, -(C 0 -C 3 )alkyl-(C 3 -C 8 )cycloalkyl, -(d-C 4 )aikyl-A 1 or A 1 ; 
where the alkyl groups and the cycloalkyl groups in the definition of R 2 are 
optionally substit/ited with hydroxyl, -C(0)OX 6 , -C(0)N(X 6 )(X 6 ), 
-N(X 6 )(X 6 ), -S(cf) m (C,-C 6 )a\ky\, -C(0)A 1 , -C(0)(X 6 ), CF 3 , CN or 1, 2 or 3 
halogen; 

R 3 is A 1 , (d-do)alkyl/-(Ci-C 6 )alkyl-A 1 , -(d-C 6 )alkyl-(C 3 -C 7 )cycloalkyl, 
-(d-C 5 )alkyl-X 1 -(d-fi5)alky(, -(d-C 5 )alkyl-X 1 -(C 0 -C 5 )alkyl-A 1 or 
-(d-CsJalkyl-X'^C^CsJalkyl-^-dJcycloalkyl; 

where the alkyl groups in the definition of R 3 are optionally substituted with, 

-S(0) m (Ci-C 6 )alkyl, -C(0)OX 3 , 1 , 2, 3, 4 or 5 halogens, or 1 , 2 or 3 OX 3 ; 

X 1 is O, S(p) m , -N(X 2 )C(0)-, -C(0)N(X 2 )-, -OC(O)-, -C(0)0-, -CX 2 =CX 2 -, 

-N(X 2 )C(Q)0-, -OC(0)N(X 2 )- or -C=C-\ 
R 4 is hydrogen, (d-CeJalkyl or (C 3 -C 7 )cycloalkyl; 
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X 4 is hydrogen or (d-CeJalkyl or X 4 is takeYi together with R 4 and the nitrogen atom to 
which X 4 is attached and the carbon atom) to which R 4 is attached and form a five to 
seven membered ring; 



,5a 



R is a bond or is 



(CH 2 ) a (CHi) b 



where a and b are independently 0, 1 , 2 or 3; 

X 5 and X 53 are each independently selected from the group consisting of 
hydrogen, trifluoromethyl, A 1 and optionally substituted (C-i-C 6 )alkyl; 

the optionally substituted (Ci-Cejalkyl in the definition of X 5 and X 58 is 
optionally substituted with a substituent selected from the group 
consistirxrof A 1 , OXf, -S(0) m (Ci-Cyalkyl f -C(0)OX 2 , 
(C 3 -CVfcyclAalkyl, -N(X 2 )(X 2 ) and -C(0)N(X 2 )(X 2 ); 
R 7 and R 8 are independently hydrogen or optionally substituted (Ci-C 6 )alkyl; 

where the optionally substituted (C 1 -C 6 )alkyl in the definition of R 7 and R 8 is 
optionally/independently substituted with A 1 , -C(0)0-(C 1 -C 6 )alkyl, 
-SfO^Gr^jBlkyl, to/ 5 halogens, 1 to 3 hydroxy, 1 to 3 -0-C(0)(d- 
C 10 )alkyLaf 1 to 3 (Ci-C Jalkoxy; or 
R 7 and R 8 can be taken togethejr to form -(CH 2 ) r L-(CH 2 ) r -; 

where L is C(X 2 )(X 2 ), Sp) m or N(X 2 ); 
A 1 in the definition of R 1 is a partially saturated, fully saturated or fully unsaturated 4- 
to 8-membered ring optionally/having 1 to 4 heteroatoms independently selected from 
the group consisting of oxygen, sulfur and nitrogen, a bicyclic ring system consisting 
of a partially saturated, fully /unsaturated or fully saturated 5- or 6-membered ring, 
having 1 to 4 heteroatoms/ independently selected from the group consisting of 
nitrogen, sulfur and oxygen, fused to a partially saturated, fully saturated or fully 
unsaturated 5- or 6-menibered ring, optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and oxygen; 



A 1 in the definition of R 2 , 
phenyl or a partially satura 
ring optionally having 1 tc 



R 3 , R 6 , R 7 and R 8 is independently (C 5 -C 7 )cycloalkenyl, 
ed, fully saturated or fully unsaturated 4- to 8- membered 
4 heteroatoms independently selected from the group 
consisting of oxygen, sulfLr and nitrogen, a bicyclic ring system consisting of a 
partially saturated, fully unsaturated or fully saturated 5- or 6- membered ring, 
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optionally having 1 to 4 heteroatoms independently selected from the group 
consisting of nitorgen, sulfur and oxygen, fused to a partially saturated, fully saturated 
or fully unsaturated 5- or 6- membered ring/ optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and oxygen; 

A 1 for each occurrence is independently optionally substituted, in one or 
optionally both rings if A 1 is a /bicyclic ring system, with up to three 
substituents, each substituent /ndependently selected from the group 
consisting of F, CI, Br, I, OCF 3 , OCF 2 H, CF 3 , CH 3 , OCH 3 , -OX 6 , 
-C(0)N(X 6 )(X 6 ), -C(0)0%?, oxo, /d-QOalkyl, nitro, cyano, benzyl, 
-SCO^Ci-C^alkyL/ 1H-tetrazbl-5-yl, phenyl, phenoxy, phenylalkyloxy, 
halophenyl, methylenedioxy , fN(X 6 )Q^) t -N(X 6 )C(0)(X 6 ), -S0 2 N(X 6 )(X 6 ), 
-N(X 6 )S0 2 -phe/yl, -N(X 6 )Soi( 6 , -CONX 11 X 12 , -S0 2 NX 11 X 12 , -NX 6 S0 2 X 12 , 
-NX 6 CONX 11 X 12 , -NX 6 S0 2 NX 11 X 12 , -NX 6 C(0)X 12 , imidazolyl, thiazolyl or 
tetrazolyl, provide^ that if Pf is optionally substituted with methylenedioxy then 
it can only be substituted yiith one methylenedioxy; 

where X 11 rsUiydrogen or optionally substituted (CrC 6 )alkyl; 

the optionally substituted (Ci-Cejalkyl defined for X 11 is 
optionally independently substituted with phenyl, phenoxy, (C<\- 
C 6 )alko*ycarbonyl, -SCO^CTCeJalkyl 1 to 5 halogens, 1 to 3 
hydroxy, 1 to 3 (CpC^alkanoyloxy or 1 to 3 (CT-CeJalkoxy; 
X 12 is hydrogen, (C^CeJalkyl, phenyl, thiazolyl, imidazolyl, furyl or 
thienyl, provided that when X 12 is not hydrogen, X 12 is optionally 
substituted with one to three substituents independently selected from 
the group consisting of CI, F, CH 3 , OCH 3 , OCF 3 and CF 3 ; 
or X 11 and X 12 are taken together to form -(CH 2 ) r L 1 -(CH 2 ) r ; 
whfere L 1 is C(X 2 )(X 2 ), O, S(0) m or N(X 2 ); 
r for each occurrence is independently 1 , 2 or 3; 

X 2 for each occurrence Is independently hydrogen, optionally substituted (C 1 -C 6 )alkyl, 
or optionally substituted (C 3 -C 7 )cycloalkyl, where the optionally substituted (d- 
C 6 )alkyl and optionally substituted (C 3 -C 7 )cycloalkyl in the definition of X 2 are 
optionally independently substituted with -S(0) m (C 1 -C 6 )alkyl, -C(0)OX 3 , 1 to 5 
halogens or 1 -3 OX 3 ; I 

X 3 for each occurrence is independently hydrogen or (d-C^alky!; 
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X 6 is independently hydrogen, optionally substituted (C^CsJalkyl, (C 2 -C 6 )halogenated 
alkyl, optionally substituted (C 3 -C 7 )cycloalkyl, (C 3 -C 7 )-halogenatedcycloalkyl, where 
optionally substituted (CrCeJalkyl and optionally ^substituted (C 3 -C 7 )cycloalkyl in the 
definition of X 6 is optionally independently substituted by 1 or 2 (d-C 4 )alkyl, hydroxy!, 
(C 1 -C 4 )alkoxy, carboxyl, CONH 2 , -S(0) m (C 1 -C 6 )/lkyl, carboxylate (Ci-C 4 )alkyl ester, or 
1 H-tetrazo!-5-yl; or 

when there are two X 6 groups on one atpm and both X 6 are independently (Ci- 
C 6 )alkyl, the two (Ci-Ce)alkyl groups mayybe optionally joined and, together with the 
atom to which the two X 6 groups are /attached, form a 4- to 9- membered ring 
optionally having oxygen/sTJlfur or NX 7 :/ 

X 7 is hydrogen /6r (Ci-C 6 )alkyl optionally substituted with hydroxy!; and 
m for each occurrenjz^e is independently 0, 1 or 2; 
with the proviso thsft: 

X 6 and X 12 cannpt be/ hydrogen/ when it is attached to C(O) or S0 2 in the form 

or S(o 2 yf 2 \ and 

when R 6 is a bond thentrfs N()fr) and each r in the definition -(CH 2 )rL-(CH 2 )r is 
independently 2 or 3. 



3fl 



3* 



A method of £laim £9 wherein the GHS is 2-amino-N-(2-(3a-(R)- 
benzyl-2-methyl-3-oxo-2,3^a,4,6,7-hexahydro-pyrazolo-[4,3-c]pyridin-5-yl)-1-(R)- 
benzy!oxymethyl-2-oxo-etnyl)-isobutyramide, a prodrug thereof or a pharmaceutical ly 
acceptable salt of said GHS or said prodrug. 
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A meth6d of claim jj# wherein the GHS is 2-amino-N-[2-(3a-(R)- 
benzyl-2-methyl-3-ox©-2,3,3a,4,6,7-hexahydro-pyrazolo[4,3-c]pyridin-5-yl)-1-(R)- 
benzyloxymethyl-2-qxo-ethyl]-isobutyramide, L-tartrate. 

A rfiethod of claim 39 wherein the GHS is 2-amino-N-(1-(R)-(2,4- 
difluoro-benzyloxymethyl)-2-oxo-2-(3-oxo-3a-(R)-pyridin-2-ylmethyl)-2-(2,2,2-trifIuoro- 
ethyl)-2,3,3a,4,6^-hexahydro-pyrazolo-[4,3-c]pyridin-5-yl)-ethyl)-2-methyl- 
propionamide, a/ prodrug thereof or a pharmaceutical^ acceptable salt of said GHS or 
said prodrug. 
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A method of claim 40 wherein the GHS is the (L)-(+)-tartaric acid salt 
of 2-amino-N-(1-(R)-(2,4-difluoro-benzyloxymethyl)-2-oxo-2-(3-oxo-3a-(R)-pyridin-2- 
ylmethyl)-2-(2,2,2-trifIuoro-ethyl)-2,3,3a,4,67-hexa/ydro-pyrazolo-[4 t 3-c]pyridin-5-yl)- 
ethyl)-2-methyl-propionamide. 

jA. A method of claim 39 wherein the GHS is 2-amino-N-{1(R)- 
benzyloxymethyl-2-[1,3-dioxo-8a(S)-pyri 

hexahydro-imidazo[1 ) 5-a]pyrazin-7-yl]-2-oxo-ethyl}-2-methyl-propionamide, a prodrug 
thereof or a pharmaceutical ly acceptable palt of said GHS or said prodrug. 

A method of claim>l4 wbierein the GHS is the (L)-(+)-tartaric acid salt 
of 2-amino-N-(1 (R)-benzyt6xymethyl-2^(1 ) 3-dioxo-8a(S)-pyridin-2-ylmethyl-2-(2,2 ) 2- 
trifluoro-ethyl)-hexahydpo-imidazo[1,9-a]pyrazin-7-yl)-2-oxo-ethyl)-2-methyl- 
propionamide. 



i 



Crohn's disease. 




33 wherein said inflammatory bowel disease is 



jrf. A method of ^laim 33 wherein said inflammatory bowel disease is 
ulcerative colitis. 

£6. A method of/claim 33 which further comprises administering a 
recombinant growth hormdne or an additional GHS selected from the group 
consisting of GHRP-6, GMRP-1, GHRP-2, growth hormone releasing factor and an 
analog of growth hormorje releasing factor. 



4 



A combination comprising a GHS, a prodrug thereof or 
pharmaceutical^ acceptable salt thereof or of said prodrug and a second 
therapeutic agent selected from prednisone, sulfasalazine, mesalamine and 
olsalazine, a prodrug thereof or a pharmaceutical^ acceptable salt of said agent or 
said prodrug and a pharmaceuticaliy acceptable carrier, vehicle or diluent. 



A pharmaceutical composition comprising a combination of claim 49^ 
and a pharmaceuticaliy acceptable carrier, vehicle or diluent. 



• 
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5° 

Formula I: 



A combination of claim 49 whereipf said GHS is a compound of the 



HET 




R O 



O 



X 



R' 
I 



or a stereoisomeric mixture thereof, diastereomerically enriched, diastereomerically 
pure, enantiomerically enriched or enanmomericaily pure isomer thereof, or a prodrug 
of such compound, mixkir^ or isomer/ thereof, or a pharmaceutical^ acceptable salt 
of the compound, mixture, isomer or prodrug, 



wherein: 

HET is a heteroc 



/ed from the group consisting of 

,1A 




O 



f2'e 



W {CH 2 ) d 



R 



and 



T 




R 



2^' 



(CH 2 ) d 



d is 0, 1 or 2; 
e is 1 or 2; 
f is 0 or 1 ; 

n and w are 0, 1 dr 2, provided that n and w cannot both be 0 at the same time; 



-82- 



Y 2 is oxygen or sulfur; 

A is a divalent radical, where the left hand side of the radical as shown below is 
connected to C" and the right hand side of the radical as shown below is connected 
to C\ selected from the group consisting of / 

-NR 2 -C(0)-NR 2 -, -NR 2 -S(0) 2 -NR 2 -, -0-C(0)-NR 2 /-NR 2 -C(0)-0-, -C(0)-NR 2 -C(0)-, 
-C(0)-NR 2 -C(R 9 R 10 )-, -C(R 9 R 10 )-NR 2 -C(O)-, -C6R 9 R 10 )-C(R 9 R 10 )-C(R 9 R 10 )-, 
-S(O) 2 -C(R 9 R 10 )-C(R 9 R 10 )- t -C(R 9 R 10 )-O-C(O)/-C(R 9 R 10 )-O-C(R 9 R 10 )-. 
-NR 2 -C(0)-C(R 9 R 10 )-, -0-C(0)-C(R 9 R 10 )-, -^R 9 R 10 )-C(O)-NR 2 -, 

-C(R 9 R 10 )-C(O)-O-, -C(O)-NR 2 -C(R 9 R 10 )-q(r 9 R 10 )-. -C(O)-O-C(R 9 R 10 h 
-C(R 9 R 10 )-C(R 9 R 10 )-C(R 9 R 10 )-C(R 9 R 10 )-y4(O) 2 -NR 2 -C(R 9 R 10 )-C(R 9 R 10 )-, 
-C(R 9 R 10 )-C(R 9 R 10 )-NR 2 -C(<5]j-, -C(R 9 R^ 0 )-C(R 9 R 10 )-O-C(O)-, 
-NR 2 -C(0)-C(R 9 R 1 VC(BrR 10 )-, -NR 2 /S(O) 2 -C(R 9 R 10 )-C(R 9 R 10 )-, 
-0-C(0)-C(R 9 R 1 V^R 1 °h -^R^VCCRV^-CCOJ-NR 2 -, 
-C(R 9 R 10 )-C(R 9 R 10 )Ao)-, -C(R 9 IT 0 )-NR 2 -C(O)-O- t -C(R 9 R 10 )-O-C(O)-NR 2 , 
-C(R 9 R 10 )-NR 2 -Cto)*NR 2 -, -NF^C(0)-0-C(R 9 R 10 )-, -NR 2 -C(0)-NR 2 -C(R 9 R 10 )-, 
-NR^SfO^-NR 2 /^^^ 0 )-, -J2^C(0)-NR 2 -C(R 9 R 10 )-, -C(0)-N=C(R 11 )-NR 2 -, 
-C(0)-NR 2 -C(F£^N\^^ -NR 12 -C(R 9 R 10 )-, 
-NR 12 -C(R 9 R 10 )-C(R 9 R 10 )-, -C(O)-O-C(R 9 R 10 )-C(R 9 R 10 )-, -NR 2 -C(R 11 )=N-C(0)-, 
-C(R 9 R 10 )-C(R 9 R 10 )-N(R 12 )/-C(R 9 R 10 )-NR 12 -, -N=C(R 11 )-NR 2 -C(0)-, 
-C(R 9 R 10 )-C(R 9 R 10 )-NR 2 -S(O) 2 -, -C(R 9 R 10 )-C(R 9 R 10 )-S(O) 2 -NR 2 -, 
-C(R 9 R 10 )-C(R 9 R 10 )-C(o/-O-, -C(R 9 R 10 )-S(O) 2 -C(R 9 R 10 )-, -C(R 9 R 10 )-C(R 9 R 10 )-S(O) 2 -, - 
O-C(R 9 R 1 VC(R 9 R 10 )-,/c(R 9 R 10 )-C(R 9 R 10 )-O-, -C(R 9 R 10 )-C(O)-C(R 9 R 10 )-, 
-C(O)-C(R 9 R 10 )-C(R 9 R 10 )- and -C(R 9 R 10 )-NR 2 -S(O) 2 -NR 2 -; 
Q is a covalent boncyor CH 2 ; 
W is CH or N; / 
X is CR 9 R 10 , C=CM 2 or C=0; 
Y is CR 9 R 10 , O orfNR 2 ; 
Z is C=0, C=S dr S(0) 2 ; 

G 1 is hydroger/ halo, hydroxy, nitro, amino, cyano, phenyl, carboxyl, -CONH 2 , -(d- 
C 4 )alkyl optionally independently substituted with one or more phenyl, one or more 
halogens or one or more hydroxy groups, -(C 1 -C 4 )alkoxy optionally independently 
substituted with one or more phenyl, one or more halogens or one or more hydroxy 
groups, -(C/-C 4 )alkylthio, phenoxy, -COO(C 1 -C 4 )alkyl, N,N-di-(Ci-C 4 )alkylamino, -(C 2 - 
C 6 )alkenyl optionally independently substituted with one or more phenyl, one or more 
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halogens or one or more hydroxy groups, -(C 2 -C 6 )alkynyl optionally independently 
substituted with one or more phenyl, one or more halogens or one or more hydroxy 
groups, -(C 3 -C 6 )cycloalkyl optionally independently substituted with one or more (C r 
C 4 )alkyl groups, one or more halogens or one/ or more hydroxy groups, -(Ci- 
C 4 )alkylamino carbonyl or di-(Ci-C 4 )alkylamino ca/bonyl; 

G 2 and G 3 are each independently selected frdrn the group consisting of hydrogen, 
halo, hydroxy, -(Ci-C 4 )alkyl optionally independently substituted with one to three halo 
groups and -(d-C 4 )alkoxy optionally independently substituted with one to three halo 
groups; / 

R 1 is hydrogen, -CN, -(CH 2 ) q N(X 6 )C(0)X7-(CH 2 ) q N(X 6 )C(0)(CH 2 ) t -A 1 , 
-(CH 2 ) q N(X 6 )S(0) 2 (CH 2 ) t -^CH 2 ) q N(X 6 y5(0) 2 X 6 , -(CH 2 ) q N(X 6 )C(0)N(X 6 )(CH 2 ) r A 1 , 
-(CH 2 ) q N(X 6 )C(0)N(XW), -(CH 2 ) q C(o(N(X 6 )(X 6 ), -(CH 2 ) q C(0)N(X 6 )(CH 2 ) r A 1 , 
-(CH 2 ) q C(0)OX 6 , -(OH 2 ) q C(0)0(CH 2 ) t -k\ -(CH 2 ) q OX 6 , -(CH 2 ) q OC(0)X 6 , 
-(CH 2 ) q OC(0)(CH 2 ^ 

-(CH 2 ) q C(0)X 6 , -(CK 2 )Ao)(CH 2 y/j/[\ -(CH 2 ) q N(X 6 )C(0)OX 6 , 
-(CH 2 ) q N(X 6 )S(0) 2 l[l^ 6 )Jx 6 ) t ymLs{0) m X\ -(CH 2 ) q S(0) m (CH 2 ) t -A 1 , 
-(d-C 10 )alkyl, -(CH 2 ) r A 1 >f<^ 2 ) q ^ -(CH 2 ) q -Y 1 -(d-C 6 )alkyl, 
-(CH 2 ) q -Y 1 -(CH 2 ) t -A 1 or -(CH 2 ) q -y 1 -(CH 2 ) r (C3-C 7 )cycloa!kyl; 

where the alky I and cycloalkyl groups in the definition of R 1 are optionally 
substituted with (d-dftalkyl, hydroxy, (d-C 4 )alkoxy, carboxyl, -CONH 2 , 
-S(0) m (d-C 6 )alkyl, -C0 2 (d-C 4 )alkyl ester, 1 H-tetrazol-5-yl or 1, 2 or 3 fluoro 
groups; / 

Y 1 is O, S(0) m , -C((D)NX 6 -, -CH=CH-, -C^C- ? -N(X 6 )C(0)-, -C(0)NX 6 -, 
-C(0)0- t -OC(0)iy(X 6 )- or -OC(O)-; 
q is 0, 1 , 2, 3 or 4, 
t is 0, 1, 2 or 3; / 

said (CH 2 ) q group and (CH 2 ) t group in the definition of R 1 are optionally 
independently substituted with hydroxy, (d-C 4 )alkoxy, carboxyl, -CONH 2 , 
-S(0) m (d-C 6 )alkyl, -C0 2 (C 1 -C 4 )alkyl ester, 1H-tetrazol-5-yl, 1, 2 or 3 fluoro 
groups or 1 or 2 (C 1 -C 4 )alkyl groups; 
R 1A is selected from the group consisting of hydrogen, F, CI, Br, I, (d-C 6 )alkyl, 
phenyKd-CsJalkyl,/ pyridyKd-CsJalkyl, thiazolyl(C 1 -C 3 )alkyl and thienylfd-QOalkyl, 
provided that R 1A ife not F, CI, Br or I when a heteroatom is vicinal to C"; 
R 2 is hydrogen, (d-QOalkyl, -(Co-C 3 )alkyt-(C3-C 8 )cycloalkyl, -(d-C 4 )alkyl-A 1 or A 1 ; 



• 
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where the alkyl groups and the cycloalkyl aroups in the definition of R 2 are 
optionally substituted with hydroxy, -C(O)0X 6 , -C(0)N(X 6 )(X 6 ), -N(X 6 )(X 6 ) t - 
S(0) m (Ci-C 6 )alkyl, -C(0)A 1 , -C(0)(X 6 ), CR 3 , CN or 1, 2 or 3 independently 
selected halo groups; / 
R 3 is selected from the group consisting of A 1 / (Ci-C 10 )alkyl, -(d-C 6 )alkyl-A 1 , -(d- 
C 6 )alkyl-(C 3 -C 7 )cycloalkyl, -(d-CsJalkyl-X^C^alkyl, -(CrCsJalkyl-X^Co-CgJaikyl- 
A 1 and -(d-CsJalkyl-X'-Cd-CsJalkyl-tCa-CyJcydoalkyI; 

where the alky! groups in the definition of R 3 are optionally substituted with 
-S(0) m (d-C 6 )alkyl, -C(0)OX 3 , 1, % 3, 4 or 5 independently selected halo 
groups or 1 , 2 or 3 independently selected -OX 3 groups; 
X 1 is O, S(0) m , -N(X 2 )C(0)-, -C(o/n(X 2 )-, -OC(O)-, -C(0)0-, -CX 2 =CX 2 -, 
-N(X 2 )C(0)0-, -OC(05nRX 2 )- or yC^C-; 
R 4 is hydrogen, (d-C 6 )alkyl or (C 3 -d)cycloalkyl, or R 4 is taken together with R 3 and 
the carbon atom to which they ane attached and form (C 5 -C 7 )cycloalkyl, (C 5 - 
C 7 )cycloalkenyl t a partially saturated for fully saturated 4- to 8-membered ring having 
1 to 4 heteroatoms /independently /selected from the group consisting of oxygen, 
sulfur and nitrogen, /or is a bicyclia ring system consisting of a partially saturated or 
fully saturated 5- or l^-n^rhbered ring, fused to a partially saturated, fully unsaturated 
or fully saturated 5- or ^merppered ring, optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and oxygen; 
X 4 is hydrogen or (d-C 6 )alkyl onX 4 is taken together with R 4 and the nitrogen atom to 
which X 4 is attached and the carbon atom to which R 4 is attached and form a five to 
seven membered ring; / 



where a and b are each independently 0, 1 , 2 or 3; 

X 5 and X 5a are each independently selected from the group consisting of 

hydrogen, CF 3 , A 1 /and optionally substituted (d-C 6 )alkyl; 

the optionally substituted (d-C 6 )alkyl in the definition of X 5 and X 53 is 
optionally/ substituted with a substituent selected from the group 
consisting of A 1 , OX 2 , -S(0) m (d-C 6 )alkyl, -C(0)OX 2 , (C 3 -C 7 )cycloalkyl, 




5a 



R is a bond or is 



(Cfl 2 )a 



(CH 2 ) b 
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or the carbon bearing X 5 or X 53 forms one or two alkylene bridges with the 
nitrogen atom bearing R 7 and R 8 wherein eacxi alkylene bridge contains 1 to 5 
carbon atoms, provided that when one alkylene bridge is formed then only 
one of X 5 or X 53 is on the carbon atom and only one of R 7 or R 8 is on the 
nitrogen atom and further provided that when two alkylene bridges are formed 
then X 5 and X 53 cannot be on the caraon atom and R 7 and R 8 cannot be on 
the nitrogen atom; / 

or X 5 is taken together with X 53 and the carbon atom to which they are 
attached and form a partially saturated or fully saturated 3- to 7-membered 
ring, or a partially saturated or fufly saturated 4- to 8-membered ring having 1 
to 4 heteroatoms independently/selected from the group consisting of oxygen, 
sulfur and nitrogen; S~\ j 

or X 5 is taken together witp X 5a and the carbon atom to which they are 
attached and form a bicycle ring system consisting of a partially saturated or 
fully saturatecf 5- or 6-me/nbered ring, optionally having 1 or 2 heteroatoms 
independently selected /rpm the group consisting of nitrogen, sulfur and 
oxygen, fused/o a paj#Slly saturated, fully saturated or fully unsaturated 5- or 
6-membered ring, optionally having 1 to 4 heteroatoms independently 
selected from the group consisting of nitrogen, sulfur and oxygen; 
Z 1 is a bond, O or lyX 2 , provided that when a and b are both 0 then Z 1 is not 
N-X 2 or O; / 

or R 6 is -(CR a R b )a-E-(CR a Rr) b -, where the -(CR a R b ) a - group is attached to the carbonyl 
carbon of the amide group of the compound of formula I and the -(CR a R b ) b group is 
attached to the terminal nitrogen atom of the compound of formula I; 
E is -O-, -S-, -CM=CH- or an aromatic moiety selected from 




said aromatic moiety in the definition of E optionally substituted with up to 
three hald, hydroxy, -N(R C )(R C ), (d-CeJalkyl or (C 1 -C 6 )alkoxy; 
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R a and R b are, for each occurrence, independently hydrogen, (d-CeJalkyl, 
trifluoromethyl, phenyl or monosubstituted (d-CeJalkyl where the substituents 
are imidazolyl, naphthyl, phenyl, indolyl, p-hydroxyphenyl, 
-OR c , S(0) m R c , C(0)OR c , (C 3 -C 7 )cycloalky{ -N(R C )(R C ), -C(0)N(R c )(R c ), or R a 
or R b may independently be joined to on«s or both of R 7 or E (where E is other 
than O, S or -CH=CH-) to form an alkyjene bridge between the terminal 
nitrogen and the alkyl portion of the Rf or R b and the R 7 or E group, wherein 
the bridge contains 1 to 8 carbon atorns; or R a and R b may be joined to one 
another to form a (C 3 -C 7 )cycloaIkyl/ 

R°, for each occurrence, is independently hydrogen or (C 1 -C 6 )alkyl; 
a and b are independently 0, 1 , 2 or 3, with the proviso that if E is -O- or 
-S-, b is other than 0 oj^Pa'nd with the further proviso that if E is -CH=CH-, b 
is other than 0; / / 

R 7 and R 8 are each independently hydrogen or optionally substituted (d-C 6 )alkyl; 

where the optionally substituted (C 1 -C 6 )alkyl in the definition of R 7 and R 8 is 
optionally indepeWjefrtly substituted with A 1 , -C(0)0-(d-C 6 )alkyl, 
-S(0) m (d-C 6 )alkyl, 1 (to Shalo groups, 1 to 3 hydroxy groups, 1 to 3 
-0-C(0)(d-do)alkyl groups or 1 to 3 (d-C 6 )alkoxy groups; or 

R 7 and R 8 can be taken together to form -(CH2)r-L-(CH 2 )r-; 
where L is C(X 2 )(X 2 )/s(0) m or N(X 2 ); 

R 9 and R 10 are each independently selected from the group consisting of hydrogen, 

fluoro, hydroxy and (CrC 5 )alkyl optionally independently substituted with 1-5 halo 

groups; / 

R 11 is selected from me group consisting of (d-C 5 )alkyl and phenyl optionally 
substituted with 1-3 substitutents each independently selected from the group 
consisting of (C-i-C 5 )a/kyl, halo and (d-C 5 )alkoxy; 

R 12 is selected from/the group consisting of (Ci-C 5 )alkylsulfonyl, (CTCsJalkanoyl and 
(d-CsJalkyl where tne alkyl portion is optionally independently substituted by 1-5 halo 
groups; / 

A 1 for each occurrence is independently selected from the group consisting of (C 5 - 
C 7 )cycloalkenyl, phenyl, a partially saturated, fully saturated or fully unsaturated 4- to 
8-membered rinfg optionally having 1 to 4 heteroatoms independently selected from 
the group consisting of oxygen, sulfur and nitrogen and a bicyclic ring system 
consisting of /a partially saturated, fully unsaturated or fully saturated 5- or 6- 




membered ring, optionally having 1 to 4 heteroatoms independently selected from the 
group consisting of nitrogen, sulfur and oxygen, fused to a partially saturated, fully 
saturated or fully unsaturated 5- or 6-memberecT ring, optionally having 1 to 4 
heteroatoms independently selected from the group consisting of nitrogen, sulfur and 
oxygen; / 

A 1 for each occurrence is independently optionally substituted, on one or 
optionally both rings if A 1 is a bicyclic ring system, with up to three 
substituents, each substituent independently selected from the group 
consisting of F, CI, Br, I, OCF 3 , OGF 2 H, CF 3 , CH 3 , OCH 3 , -OX 6 , 
-C(0)N(X 6 )(X 6 ), -C(0)OX 6 , oxo, Cpi-C 6 )alkyl, nitro, cyano, benzyl, -S(0) m (C r 
C 6 )alkyl, 1 H-tetrazol-J^yh phenyl, phenoxy, phenylalkyloxy, halophenyl, 
methylenedioxy, -N(X 6 )(X 6 ), -N/X 6 )C(0)(X 6 ), -S(0) 2 N(X 6 )(X 6 ), 
-N(X 6 )S(0) 2 -phec^l, -N(X 6 )S(0) 2 X 6 , -CONX 11 X 12 , -S(0) 2 NX 11 X 12 , 
-NX 6 S(0) 2 X 1 ^y4lX^NX 1 V 2 , -NX 6 S(0) 2 NX 11 X 12 , -NX 6 C(0)X 12 , imidazolyl, 
thiazolyl ano/ teti^olyl^yfirpvided that if A 1 is optionally substituted with 
methylenedig^thenifcanyonly be substituted with one methylenedioxy; 
where X 11 is hydrogen or optionally substituted (CrC 6 )alkyl; 

the optionally substituted (CrC 6 )alkyl defined for X 11 is 
optionally independently substituted with phenyl, phenoxy, (Ci- 
C 6 )alkoxycarbonyl, -SCO^fCi-CeJalkyl, 1 to 5 halo groups, 1 to 
3 hydroxy groups, 1 to 3 (d-C 10 )alkanoyloxy groups or 1 to 3 
(Ci-ObJalkoxy groups; 
X 12 is hydrogen, (Ci-C 6 )alkyl, phenyl, thiazolyl, imidazolyl, furyl or 
thienyl, provided that when X 12 is not hydrogen, the X 12 group is 
optionally/substituted with one to three substituents independently 
selected /from the group consisting of CI, F, CH 3 , OCH 3 , OCF 3 and 
CF 3 ; / 

or X 11 ind X 12 are taken together to form -(CH 2 ) r -L 1 -(CH 2 ) r ; 
/ L 1 is C(X 2 )(X 2 ), O, S(0) m or N(X 2 ); 
rfor each occurrence is independently 1, 2 or 3; 

X 2 for each occurrence is independently hydrogen, optionally substituted (Ci-C 6 )alkyl 
or optionally substituted (C 3 -C 7 )cycloalkyl, where the optionally substituted (d- 
C 6 )alkyl and optionally substituted (C 3 -C 7 )cycloalkyl in the definition of X 2 are 
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optionally independently substituted with -S(O) m (d-C0)alkyl, -C(0)OX 3 , 1 to 5 halo 
groups or 1-3 OX 3 groups; 

X 3 for each occurrence is independently hydrogen 6x (Ci-C 6 )alkyl; 
X 6 for each occurrence is independently hydrogep, optionally substituted (d-C 6 )alkyl, 
(C 2 -C 6 )halogenated alkyl, optionally substituted (C 3 -C 7 )cycloalkyl, (C 3 -C 7 )- 
halogenated cycloalkyl, where optionally substituted (d-C 6 )alkyl and optionally 
substituted (C 3 -C 7 )cycloalkyl in the definition/of X 6 is optionally independently mono- 
or di-substituted with (d-d)alkyl, hydroxy, /c 1 -C 4 )alkoxy, carboxyl, CONH 2 , 
-S(0) m (Ci-C 6 )alkyl, carboxylate (d-d)alk/l ester or 1H-tetrazol-5-yl; or 
when there are two X 6 groups on one/ atom and both X 6 are independently (d- 
C 6 )alkyl, the two (d-CeJalkvl^roups may be optionally joined and, together with the 
atom to which the two/X 6 groups are attached, form a 4- to 9- membered ring 
optionally having oxyaeVi, sulfur or NX 7 as a ring member; 

X 7 is hydrogen or (d-C 6 )alkyl optionally substituted with hydroxy; 
m for each occurrer/ce is indepejicfently 0, 1 or 2; 
with the provisos thfe 

1 ) X 6 and X 1 * cannot be yhydrogen when attached to C(O) or S(0) 2 in the form 
C(0)X 6 , C(0)X 12 , S(0) 2 X 6 or SjP) 2 X 12 ; and 

2) when R 6 is a bono/then L is N(X 2 ) and each r in the definition -(CH 2 ) r -L- 



(CH 2 ) r - is independently 2 or/ 



50 



A combination of claim Jzrf wherein said GHS is a compound of the 



R 2 



N 



R 1 



(CH 2 ) n 



(CH 2 ) V 



N 



a racemic-diastereomeric mixture or optical isomer of said compound or a 
pharmaceutically-apceptable salt and prodrug thereof, 
wherein 
f is 0; 

n is G and w is 2/ or n is 1 and w is 1 , or n is 2 and w is 0; 
Y is oxygen or bu If ur; 
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X 4 is hydrogen or (d-CeJalkyl or X 4 is taken together with R 4 and the nitrogen atom to 
which X 4 is attached and the carbon atom to whign R 4 is attached and form a five to 
seven membered ring; 



, V 

(CH 2 ) a 



5a 



X 



(CH 2 ) b 



R is a bond or is 

where a and b are independently 0/1 , 2 or 3; 
X 5 and X 53 are each independently selected from the group consisting of 
hydrogen, trifluoromethyl, A 1 and/optionally substituted (d-CeJalkyl; 

the optionally substitutes (d-CeJalkyl in the definition of X 5 and X 53 is 
optionally substituted ywith a substituent selected from the group 
consisting of A 1 , OXySCOUd-CeJalkyl, -C(0)OX 2 , 
(C 3 -C 7 )cyc>ialkyl ( -Nj(X 2 )(X 2 ) and -C(0)N(X 2 )(X 2 ); 
R 7 and R 8 are independently hydrogen or optionally substituted (Ci-C^alkyl; 

where the optionally substituted (d-CeJalkyl in the definition of R 7 and R 8 is 
optionally indfep^den V/ubstituted with A 1 , -C(0)0-(CrC6)alkyl, 
-S(0) m (C 1 -c(^kytri tf 5 halogens, 1 to 3 hydroxy, 1 to 3 -0-C(0)(C 1 - 
C 10 )alkyl or 1 to 3 (C 1 -Cc 6 )alkoxy; or 
R 7 and R 8 can be taken togetner to form -(CH 2 )r-L-(CH 2 )r-; 

where L is C(X 2 )(X 2 )/s(0) m or N(X 2 ); 
A 1 in the definition of R 1 is a partially saturated, fully saturated or fully unsaturated 4- 
to 8-membered ring optionally having 1 to 4 heteroatoms independently selected from 
the group consisting of oxygen, sulfur and nitrogen, a bicyclic ring system consisting 
of a partially saturated, /fully unsaturated or fully saturated 5- or 6-membered ring, 
having 1 to 4 heteroaftoms independently selected from the group consisting of 
nitrogen, sulfur and oxygen, fused to a partially saturated, fully saturated or fully 
unsaturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and oxygen; 
A 1 in the definition /of R 2 , R 3 , R 6 , R 7 and R 8 is independently (C 5 -C 7 )cycloalkenyl, 
phenyl or a partially saturated, fully saturated or fully unsaturated 4- to 8- membered 
ring optionally hayng 1 to 4 heteroatoms independently selected from the group 
consisting of oxygen, sulfur and nitrogen, a bicyclic ring system consisting of a 
partially saturated, fully unsaturated or fully saturated 5- or 6- membered ring, 
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R 1 is hydrogen, -CN, -(CH 2 ) q N(X 6 )C(0)X 6 , -(CH 2 ) q N(X 6 )C(0)(CH 2 )rA 1 ) 
-(CH 2 ) q N(X 6 )S0 2 (CH 2 ) r A 1 ,-(CH 2 ) q N(X 6 )S0 2 X 6 , -(OH 2 ) q N(X 6 )C(0)N(X 6 )(CH 2 ) r A 1 , 
-<CH 2 ) q N(X 6 )C(0)N(X 6 )(X 6 ), -(CH 2 ) p C(0)N(X 6 )(Xn,-(CH 2 ) q C(0)N(X 6 )(CH 2 ) t -A 1 , 
-(CH 2 ) q C(0)OX 6 , -(CH 2 ) q C(0)0(CH 2 ) r A 1 , -(CHApX 6 , -(CH 2 ) q OC(0)X 6 , 
-(CH 2 ) q OC(0)(CH 2 ) r A 1 , -(CH 2 ) q OC(0)N(X 6 )(c/H 2 ) r A 1 , -(CH 2 ) q OC(0)N(X 6 )(X 6 ), 
-(CH 2 ) q C(0)X 6 t -(CH 2 ) q C(0)(CH 2 ) t -A 1 , -(ChZn(X 6 )C(0)OX 6 , 
-(CH 2 ) q N(X 6 )S0 2 N(X 6 )(X 6 ), -(CHsJqSCO)^ -(CH 2 ) q S(0) m (CH 2 ) r A 1 , 
-(d-C 10 )alkyl, -(CH 2 ) r A 1 , -(CH 2 ) q -(C 3 -C 7 16ycloalkyl, -(CH 2 ) q -Y 1 -(d-C 6 )alkyl, 
-(CH 2 ) q -Y 1 -(CH 2 ) r A 1 or -(CH 2 ) q -Y 1 -(CHX(C 3 -C 7 )cycloalkyI; 

where the alkyl and cycloalkyl groups in the definition of R 1 are optionally 

substituted with (d-p*)alkyl^iydroxyl, (Ci-C 4 )alkoxy, carboxyl, -CONH 2 , 

-S(0) m (C 1 -C 6 )all^-C0 2 (c/-C4)alkyl ester, 1 H-tetrazol-5-yl or 1, 2 or 3 fluoro; 

Y 1 is O, S(OW^C(0)NXy -CH=CH-, -C=C-, -N(X 6 )C(0)-, -C(0)NX 6 -, 

-C(0)0-, -OC(OMX 6 )-ifr -OC(O)-; 

q isO, 1, 2(3 or 4; // 

tisO, 1,Zx/3; / 

said (CH 2 ) q group arra (CH 2 ) t group may each be optionally substituted with 
hydroxyl, (d-C 4 )alk0xy, carboxyl, -CONH 2 , -S(0) m (Ci-C 6 )alkyl, 
-C0 2 (d-C 4 )alkyl ester, 1 H-tetrazol-5-yl, 1 , 2 or 3 fluoro, or 1 or 2 (d-C 4 )alkyl; 
R 2 is hydrogen, (d-C 8 )alkyl, -(C 0 -C 3 )alkyl-(C3-C8)cycloalkyl, -(Ci-C 4 )alkyl-A 1 or A 1 ; 
where the alkyl groups and the cycloalkyl groups in the definition of R 2 are 
optionally substituted with hydroxyl, -C(0)OX 6 , -C(0)N(X 6 )(X 6 ), 
-N(X 6 )(X 6 ), -S(<6) m (d-C 6 )alkyl t -C(0)A 1 , -C(0)(X 6 ), CF 3 , CN or 1, 2 or 3 
halogen; / 

R 3 is A 1 , (Ci-doJalkVl, -(d-C 6 )alkyl-A 1 , -(d-CeJalkyl-^-CzJcycloalkyl, 
-(d-C 5 )alkyl-X 1 -(d/c 5 )alkyl, -(d-CsJalkyl-X^Co-QOalkyl-A 1 or 
-(C 1 -C 5 )alkyl-X 1 -(o(-C 5 )alkyl-(C3-C 7 )cycloalkyl; 

where the/alkyl groups in the definition of R 3 are optionally substituted with, 

-S(0) m (d-C 6 )alkyl, -C(0)OX 3 , 1 , 2, 3, 4 or 5 halogens, or 1 , 2 or 3 OX 3 ; 

X 1 is 0,/s(0) m , -N(X 2 )C(0)-, -C(0)N(X 2 )-, -OC(O)-, -C(0)0-, -CX 2 =CX 2 -, 

-N(X 2 )C(0)0-, -OC(0)N(X 2 )- or -feC-; 
R 4 is hydrogen, (d-C 6 )alkyl or (C 3 -C 7 )cycloalkyl; 
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optionally having 1 to 4 heteroatoms independently selected from the group 
consisting of nitorgen, sulfur and oxygen, fused tofa partially saturated, fully saturated 
or fully unsaturated 5- or 6- membered ring, optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and oxygen; 

A 1 for each occurrence is independently optionally substituted, in one or 
optionally both rings if A 1 is a mcyclic ring system, with up to three 
substituents, each substituent independently selected from the group 
consisting of F, CI, Br, I, OCF 3 , OQF 2 H, CF 3 , CH 3 , OCH 3 , -OX 6 , 
-C(0)N(X 6 )(X 6 ), -C(0)OX 6 , oxo, (Q-C 6 )alkyl, nitro, cyano, benzyl, 
-S(0) m (d-C 6 )alkyl, 1H-tetrazol-p-yl, phenyl, phenoxy, phenylalkyloxy, 
halophenyl, methylenedioxy, -N^C 6 )(X 6 ), -N(X 6 )C(0)(X 6 ), -S0 2 N(X 6 )(X 6 ), 
-N(X 6 )S0 2 -phenyly4p^S02X 6 /-CONX 11 X 12 , -S0 2 NX 11 X 12 , -NX 6 S0 2 X 12 , 
-NX 6 CONX 11 X 12 / -NX 6 S0 2 NX 1 /x 12 , -NX 6 C(0)X 12 , imidazolyl, thiazolyl or 
tetrazolyl, provided that if A 1 is /optionally substituted with methylenedioxy then 
it can only be substituted withpne methylenedioxy; 



when 



igeri or optionally substituted (d-C 6 )alkyl; 
alL^ substituted (d-C 6 )alkyl defined for X 11 is 
independently substituted with phenyl, phenoxy, (d- 
C 6 )alkoxycarbonyl, -S(0) m (d-C 6 )alkyl 1 to 5 halogens, 1 to 3 
hydroxy, 1 lo 3 (d-C 10 )alkanoyloxy or 1 to 3 (d-C 6 )alkoxy; 
X 12 is hydrogen, /(d-C 6 )alkyl, phenyl, thiazolyl, imidazolyl, furyl or 
thienyl, provided / that when X 12 is not hydrogen, X 12 is optionally 
substituted with ©ne to three substituents independently selected from 
the group consiafting of CI, F, CH 3 , OCH 3 , OCF 3 and CF 3 ; 
or X 11 and X 12 ate taken together to form -(CH 2 ) r -L 1 -(CH 2 ) r -; 
where y is C(X 2 )(X 2 ), O, S(0) m or N(X 2 ); 
r for each occurrence is independently 1 , 2 or 3; 

X 2 for each occurrence is independently hydrogen, optionally substituted (d-CeJalkyl, 
or optionally substituted (C 3 -C 7 )cycloalkyl, where the optionally substituted (d- 
C 6 )alkyl and optionally substituted (C 3 -C 7 )cycloalkyl in the definition of X 2 are 
optionally independently Substituted with -S(0) m (C 1 -C 6 )alkyl, -C(0)OX 3 , 1 to 5 
halogens or 1-3 OX 3 ; 

X 3 for each occurrence is [independently hydrogen or (d-C 6 )alkyl; 
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X 6 is independently hydrogen, optionally substituted (d-C 6 )alkyI, (C2-C 6 )halogenated 
alkyl, optionally substituted (C3-C 7 )cycloalkyl, (C 3 -Cl)-halogenatedcycloalkyl, where 
optionally substituted (CVCeJalkyl and optionally substituted (C 3 -C 7 )cycloalkyl in the 
definition of X 6 is optionally independently substituted by 1 or 2 (C-rC 4 )alkyl, hydroxyl, 
(C r C 4 )alkoxy, carboxyl, CONH 2 , -SfO^CpCeJalty/l, carboxylate (Ci-C^alkyl ester, or 
1 H-tetrazol-5-yI; or 

when there are two X 6 groups on one atom /and both X 6 are independently (d- 
C 6 )alkyl, the two (d-C 6 )alkyl groups may be optionally joined and, together with the 
atom to which the two X 6 groups are attached, form a 4- to 9- membered ring 
optionally having oxygen, sulfur or NX 7 ; 

X 7 is hydrogen or (d-CeJa'kyl optionally substituted with hydroxyl; and 
m for each occurrence is indepe/faerjtly 0/1 or 2; 
with the proviso that: 

X 6 and X 12 cannot be hydrogen vfvhe/h it is attached to C(O) or S0 2 in the form 
C(0)X 6 , C(0)X 12 , S0 2 X 6 or SO2X 1 /; a/d 

when R 6 is a bond then \l is NQQJj ajfa each r in the definition -(CH 2 ) r L-(CH 2 ) r is 
independently 2 or 3. 



51 



A combination of/claim 52" wherein the GHS is 2-amino-N-(2-(3a-(R)- 
benzyl-2-methyl-3-oxo-2,3,3a,4C6,7-hexahydro-pyrazolo-[4,3-c]pyridin-5-yl)-1-(R)- 
benzyloxymethyl-2-oxo-ethyl)Visobutyramide, a prodrug thereof or a pharmaceutical^ 
acceptable salt of said GHSyor said prodrug. 



$1 
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A combinatfon of clairrv§£f wherein the GHS is 2-amino-N-[2-(3a-(R)- 
benzyl-2-methyl-3-oxo-2^,3a,4,6 t 7-hexahydro-pyrazolo[4,3-c]pyridin-5-yl)-1-(R)- 
benzyloxymethyl-2-oxo-yethyl]-isobutyramide, L-tartrate. 

^§5. A combination of claim 52 wherein the GHS is 2-amino-N-(1-(R)-(2,4- 
difluoro-benzyloxymfethyl)-2-oxo-2-(3-oxo-3a-(R)-pyridin-2-ylmethyl)-2-(2,2,2-trifluoro- 
ethyl^.S.Sa^.ej-mexahydro-pyrazolo-^.S-clpyridin-S-yO-ethyO^-methyl- 
propionamide, a prpdrug thereof or a pharmaceutical^ acceptable salt of said GHS or 
said prodrug. 
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vSb. A combination of claim 55 wherein the GHS is the (L)-(+)-tartaric acid 
salt of 2-amino-N-(1 -(R)-(2,4-difluoro-benzyloxyme1hyl)-2-oxo-2-(3-oxo-3a-(R)- 
pyridin-2-ylmethyl)-2-(2,2,2-trifluoro-ethyl)-2,3,3a;4,6,7-hexahydro-pyrazolo-[4,3- 
c]pyridin-5-yl)-ethyl)-2-methyl-propionamide. 

/57. A combination of claim 52f wherein the GHS is 2-amino-N-{1 (R)- 
benzyloxymethyl-2-[1,3-dioxo-8a(S)-pyridi/-2-ylmethyl-2-(2 I 2,2-trifluoro-ethyl)- 
hexahydro-imidazo[1 ,5-a]pyrazin-7-yl]-2-pxo-ethyl}-2-methyl-propionamide, a prodrug 
thereof or a pharmaceutically acceptabje salt of said GHS or said prodrug. 



A combination of clainx&T wherein the GHS is the (L)-(+)-tartaric acid 
salt of 2-amino-N-(1 (R)-ben^yloxymfethyl-2-(1 ,3-dioxo-8a(S)-pyridin-2-ylmethyl-2- 
(2 1 2,2-trifluoro-ethyf)-hexahydro-irr/dazo[1,5-a]pyrazin-7-yl)-2-oxo-ethyl)-2-methyl- 
propionamide. 



Df tr 



ating inflammatory bowel disease in a patient which 
comprises admwi^teringTTo th£ patient 

a) ef cxim/bination of claim 49; or 

b) a pharmaceutical composition comprising a GHS, a prodrug 
thereof or a pharmaceutically acceptable salt of said GHS or said prodrug; and an 
agent selected from prednisone, sulfasalazine, mesalamine and olsalazine, a prodrug 
thereof or a pharmaceutically acceptable salt of said agent or said prodrug and a 
pharmaceutically acceptable carrier, vehicle or diluent. 
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A nhetpod of claim wherein said inflammatory bowel disease is 
Crohn's disease. 



3thod of claim 59 wherein said inflammatory bowel disease is 



ulcerative colitis. 



A/kit comprising: 

a first unit dosage form comprising a GHS, a prodrug thereof 
or a pharmaceutically acceptable salt of said GHS or said prodrug and a 
pharmaceutically acceptable carrier, vehicle or diluent; 
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b) a second unit dosage form comprising an agent selected from 
prednisone, sulfasalazine, me^alaFnine and olsalazine, a prodrug thereof or a 
pharmaceutical^ acceptable salt of said agent or said prodrug and a 
pharmaceutical^ acx^pt^bp carrier, vehicle or diluent; and 

c) a jeiontainer. 
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